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rOSM AAAIKWEO 
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E HEAOQUASTEn SCSEAECH M6ILITT fWam* and AddiaiA ■< faglllartd mHh USOA 

incKNMZipg^ johnssn nisnsKSUttesI Issmt 
Rsute 20a 
a.O. les 300 

Otritsn, NJ 08M9-0602 NOV 9 . 9 1999 

Status: Active 


J. REK>ST>N6 TACILtTV (Llil all iKilloni mlwm •nimtla wtr* Aoumd oi maa in BSlaal maiHCil- lanins. laKMnu, a/ anpirtmaniailan. ar Daltf lor llitaa puipoua. AitatL AOdiliaMi 
•hnii 11 Hacawary.) 


iw T mi e w Bf 

R.W. Johnson, PRI 


taoutv locathms rsiiaw 


Raritan, NJ 


R.W. Johnson, PRI 


Spring House, PA 


R.W. Johnson, PRI 


LaJolla, CA 


A. 

AAlmatt Cowmad 
ty Tha Animal 

WsMar# Aaoutaiiofia 

B. hiumbei ot 
animoia Being 
brad, 

eandUiofiAcfa pr 
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l•actl^Ad, laailng, 
Mperimanis, 
resaareh. ar 
surgery bul not 
y«i gsad lar f««ch 
purpone. 

C NumiMi ol 
iioitnaia upon 
sfhieh laacAffig, 
Ttviarph. 
aaptnmaBili. or 
itaU wpra 
conduetad 

inwuiving iw 
pam, distress, or 
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E UumlMi at anImaiA upan which iMChihe* 
ntiwidunn, racawch. uHiicnr m ini* waii 
canduciad Invelihne tteatnumri^ ift" » duMcn 
la iliaaRHnal* aad Iw whitk Iha uM el apywaplaic 
anuihaiw. cnataeilc, ar iranquUtKiis dtupa wa«M 
kaca adcwiaiy ailtelad Iha pracidwres. raamii. w 
liMaiiwtiaiMn el iha taaeMng, miaaieh, 
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p. 

TOTAI. NO 
or ANMAUa 

(Cola. C * 

0 * E> 

A. Ooos 


199* 

291* 

35 

525 

s. Cals 






6. Qumea Pios 


147* 

461* 

147 

755 

7. Hamitara 






B. Rsbbjis 


686* 

650* 

168 

1504 

9. Non-i\uman Primaies 


^ — 

24* 

116* 

15* 

155 

10. ShMD 






M . P»s 




. , 


14 Other Farm AftimalB 




1 

■ ■ ■ -■ ■ ■■ 







13. Other Arilmsls 



1 



Chinchillas 

15 
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*1 ^rtsinsiionaKT accapiaUa tTondards oowamlnu ilia earn, l•*allmlttf. anu inaof Bnimaii, fnciadino alairnriaiaiiu ol anaalhalic. analRiiiic, and iranQuillilns Uihqb. OiKn lo. dwrinu, 
Mral totiowing •clu«f l•lMrC^. iNChinQ. miino, tuniurv. w«»h toHMRd by rnsMtcR taeiJily 

Each iiiwtisllvAlttr has couK(4cni4 allsinativsE \q painlul iirocucturos * 
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sia'R oooCi? 


Attachment 1 


USDA ANNUAL REPORT n 998-1 999^ 


NOV 2 9 1999 

The following animals were reported on previous USDA reports under License 
#22R-006. 



Cateaon/ B 


Cateaorv D 

Cateaonr E 

Dogs 

0 

116 

132 

0 

Guinea Pigs 

0 

37 

55 

0 

Rabbits 

0 

54 

153 

0 

Non-Human Primates 

0 

24 

56 

15 


Animais Listed in Category E 


During the reporting period, the R.W, Johnson Pharmaceutical Research 
institute Institutional Animal Care and Use Committee (lACUC) approved the use 
of animals in Category E as follows; 


SPECIES 

NUMBER 

PROCEDURE/JUSTIFICATiON 




Guinea Pigs 

5 

** Single dose IP Toxicology study 


78 

Evaluation of aerosol anti-asthmatic 
agents - administration of anesthetics, 
analgesics or tranquilizing dmgs will 
affect the procedure 


64 

Involved in a behavioral test in which 
the pups were removed from the sow 
for a short period of time 

Rabbits 

138 

•• Oral and IV Toxicology study 


30 

••Subcutaneous Toxicology study 

Dogs 

34 • 

•* Oral Toxicology study 


1 

*• Intravenous Toxicology study 

Non-Human 

Primates 

15 

••Involved in a conflict test which, 
during the training phase, involves a 
mild electric stimulus to the tail 


** Administration of anesthetics, analgesics or tranquilizing drugs must be 
withheld so as not to Invalidate the evaluation of test compounds. 
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ConlralV^ 


UNITID STATei KMAlirMfMT or AOMCVLTUIK 

ANUlUL AND HdMT HIALTH miHRm m 

ANNUAL REPORT OF RESEARCH FACILITY 

(TYPE OR PRINT) 

xnewimATioNNo. 

21-R-0072, Cuse Id 326 

KWM APrWWCD 
OMINO.IKTa^aM 

X WAOOUAmm mHANCH MC^ and Addraai aa rngManid idIA uniA 

inaikaiaapcadai Memorial Sloan-Ketteriag Cancer Ce 
1275 York Avenue. Box 270 

New York, NY 10021 

X HBrOWIMOrAiaUTV (Ital aB hcallana nhata ananahnaam boaaad ar naad la aaml laiaaiali. laallne. laaaldaBi araiipaHnianlaMeii. ea hold lof Miaaa pnipoaaa. Atlaek addhlonal 
ahaaia 11 naoaaaaty.i 


nACMIV LOCAnONa (tlM 


**SEE ATTACHED** 


1 MtPOin or ANIMAU um BV M IINDIN COmNOL OrlMBlANCH rACIUTV «waen aiMbanal ahaaM dnai 

laaaaryartiaaArMBroAMTnaAi 1 

A. 

AirtfartiCowd 

By 1lHi Animal 

WMlart 

E Nuaibarol 
animahbahm ' 
brad. 

caadHionadlaf 
bald tor uaa In : 
MaeMna taatbig, 
aarartoiaMa. 
faiaai8li.er 
ourgaiy bal nol . 
yal uaad tar aueb 

fWVpOHHL 

C NvvnbEf ot- 

wMgH iMcMpg, 
mMBveli, 
•ipMwntEb or 

’Mt«OHi 

oMootad 



p^, dtotiaaa; ar 
.aiaalpala> 
laMawtog draga. 

a Manual yaiialaBpan 

laacMagi naaRb. 

aaiovy,artaBM<ma 

aaatoewdlBiniWae 

aaaaaipaByiaepmw 
dbuanioiliaaidinato 
and tar oibtob apprapftola 
taaalbaltoi aatiBarIni ar 
baaqaiuae dmga ban 
Mtd. 

E Mambar Bl aabaala upaa nbtob laartitoe, 
aapatanaiai, laataieb, aorgary or laau am* 
eabdaeiad hwatolng aacaniipaMylag pabr or dbliaaa 
lo Mia lalaiala aad torwhleli iba aaa al approprtots 
anawbaito. anllgaato. ar baagaBMag dniga naald 
haaa adranalf altacMd lha pracadurato raaaMa, ar 
huarpmialtan al Iba laaabugk >aaaaiab, 
anparmaiiia. anrgaty. ar toatoi ea aaplanalton of 

Mm prdoadhnaa pradhwbig pnln ar dtobaaa Ai fliaia 
aatonlk andHiB isnaana auoA Auga nnra nal iiaoa 
niul ba aNaabad to IMb rapofO. 

-tOTALMO. 
or ANIMAU 

(CeiE C * 

D « E) 

*■ Doob 

0 

1 

8 

3 

12 

». Cats 

0 




0 

6. QiAnaaPtao 

0 




0 

7. Hamsten 

0 

4 

19 


23 

B. RabbiU 

0 

. 162 ■ 

18 : 


180 

9. Nondiuman Primates 

0 


7 ■ 


. 7 

10. Sheeo 

0 




0 

_11. Plo* 

0 




0 

12. Other Farm AnimBls 

0 




0 







13. Other Animals 

0 . 

I.-.' 



0 
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•K Hralantomlly ocaplaMo oMndanh oonmina Iha baainmil. and aaaal anhnala, tnanidbio apnmiala aaa al anaalkalla. analoaoie, and liaaqullunia draoa. piair M, duiaig. 
and loaooina ae>aa>Ta aa a»cl> , laami n B. IooIIbb. aaibary- »» amiari m aBi a iloB awia Hi iawad by dda laiaaia l i laaMIly. 

2). taah ptlncldal nwaailgaiw haa aanaidwa d aWarnaiiyaa w: pawlat pmendataa. 


31. TMa laiiMy b adfcaiOig lo Iha aiaadaida and laoula^tos andm lha Ael, and d haa/amond Dial aaaaiillom lo Ilia Handaida and laaaUltana bo iiMGlIlad and aapUlnad by Iba 
imniapaihnoulBaiarandafipmndbyihabialHMIonalAianialCamandUtnCBnHnbiaallACUCI. A aamoiaiy ol al auab OBaabMans la atlaabad lo tIM annual rapoit. hi 
addition lo UonlNylni Iba lACUC-appn w a d aacaplkpaa, llna aumniaiy Imiiiilaa a biM “■» ol Mia aaaaall B iia. aa nal an lha apaalaa and nambair 0$ anhnab allaalBd. 

a|. Hia atiandlna aatath i ada n hn Ibb raa a ai cb laaiWy baaadpiaiMlalaaatbonlyloaB hB ia lliapioalalunol adaqaaiaaa l ai t nwy caioand looaaiiaa Ibaadaqwaeyol altmamaeiaol 
animal cam and uao 


CERUFICATldN BY IlKAliqUABTBS RBSBARCH FACILITY OKFICIAL 
(Chief EiieeuUvg ORIesr or Legaliy RaaponBiUs ImtilntfaHMlOfnelel) 

laarHly ttial tbaaboM b Irua, eomai, andcaaiplaiiitr US.C Saalloa *..43).. 

sioNATifflB or CBA ON iNsmuTioNAL orricuu. 

NAME t nru or CEA ON INBTmiinNAL OTTKIM. ITypa dr rraio 

DATNSIONEO 


AIShIS form 7023' " (Roplucas VS FORM I8-^'|0CT 88). which i« obsotitb ) 



PART 1 - HEADQUARTERS 



FACILITY SITES LISTING 


RBCEIVBD 

NOV 2 V 20110 


Licensee/Registrant Name: Memorial Sloan-Ketteting Cancer Center 

License/Registration Number 21-R-QQ72 ' ^ 

Please list below all sites that house regulated aiiimah under the above number. 

Be sure to include all reqiiies^ information. If the line does not apply, please mark 
it N/A. If you have more than three (3) sites copy this form as many times as needed 
before filling in the sites. ^ ' 

SSte No. 1 Name/Department: Research Animal Resource Center 

Address: 4325East 68th Street ^ 

New York. NY 10021 

Bufiding: Kettering La boratory Building ; 

Floor/Roomt Basement. 3. 10 11 Floors 

Contact Person:. Phone No. 


Site No. 2 Name/Department: Weifl Medical College of Cornell University 

Address: 1300 Yoric Avenue 

New Yoric. NY 10021 
Building: Harkness Building 
Floor/Room: 7th Floor 
Contact Person: 


Phone No. 



rs’jv* . icitna 


c.* Hciri » 


1^1 tV'N. 


Optional Colttmn E Explanation Form 

This form is intended as an aid to completing die Column £ explanation. It is no{ an ofGcial 
fonn and its use is volirnmxy. Names, addresses, protocols, veterinary care programs, and the 
like, are not required as part of an explanation. A Column E explanation must be written so as to 
be understood by lay persons as well as scientists. 


1 . Registration Number: 21-R-QQ72 ; 

2, Number 3 ^of animals used in fliia study. 


3. Species (common name) Doe _o f animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

Dogs were administered desoxyqiothiloneB (dEpoB), a novel anti-cancer drug, at toxic doses, 
in preparation fbr human clinical trials. One dog received a vehicle control, one dog received a 
sub-toxic dose, and one each received low, medium and high toxic doses. The compound was 
administered as a single iv injection or a slow iv infusion. Preliminary studies in mice 
revealed potential toxic effects of dEpoB were weight loss and mild leukopenia. Studies in 
dogs were required because die half-life of dEpoB is similar in human and dog serum; the 
half-life of dEpoB in mouse serum is much shorter than humans and would not adequately 
reveal the human toxicity profile. 

5 . Provide scientific justification why pain and/or distress could not be relieved. State methods 
or means used to determine that pain and/or distress relief would interfere with test results. 
(For Federally mandated testing, see question 6 below). 

As is standard practice for toxicity studies at MSKCC, dogs receiving toxic doses of drugs are 
placed in categoiy £ prospectively. AH aniTnatg exhibiting mild signs of toxicity are provided 
supportive fluid and antibiotic therapy. Animals exhibiting signs of moderate to severe 
distress are euthanized. Analgesics were not administered because they could interfere with 
die toxic effect of the test compound thereby invalidating the findings. Furthermore, the type 
of pain and distress induced by the e^^ected toxicity would not necessarily be relieved by the 
use of analgesics, and therefore supportive therapy and euthanasia was determined to be the 
appropriate method for relieving moderate to severe pain and distress resulting from drug- 
induced toxicity. These detenninations were based on file investigator’s expeiience with the 
novel compound, literature searches conducted on 6/8/99, and lACUC deliberations. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 

Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): I 


Agency. 


.CFR. 


Revised 11/27/00 



'^his reoon is rcQu<f«a by taw (7 L/SC 2143). Faoare lo rbpon accooiing lo tne raguanoni can 

^esuH in an ofoer to cesM and desist and lo be tuDieet to penauiei as veviscd for in Seciieri 2150. aOdHict 


UNfTED STATES DEPARTMENT OF AQRtCULTURE 1 . REOSTRATTON NO. 

animal AND PLANT HEAUTW INSPECTION SERVICE 47-R-OOlO 


See royfrsa aide tar 
addiiionai mformaiion. 


customer no. 

1S50 


iniemgency Raoon Control No 
0180«OOA-AN 


FORM APPROVED 
OMB NO. 057S^36 


ANNUAL REPORT OF RESEARCH FACILITY 

(TYPE OR PRINT) 


2. HEWQUAfTTERS KESEMCH FACtUTY iNtmt maAeansi. u ragisiana wnn usaA. 
inciuaa Zip Coin 

SCHERING-PLOUGH ANIMAL HEALTH 
21401 WEST CENTER RD 
ELKHORN. NE 68022 
(402) 2B9.63Q0 


S. REPORTING FACIUTT ILul 8» loaiuons wn«r« annsK war* nousM at usaa in actual rwcarcn, iciung. iwening, or Mpanmeniauon, or na« lor ineaa gurposcs. Aiucn aodilional 
tnaeisiinaccasary.) ■ 


FACILRY LOCATIONS(SI»M) 


Sea AttacheO Listing 


REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH PACILfTY lAtlaOi UUmMi tntaa If nacMiaiy ar uia APHIS FORkA 7023A J 


Animats Cowered 
By The Amirot 
VMfttfare Regulations 


B. Numbarfif 
aramsis bemcr 
bred, 

condtitanad, or 
held for use in 
teactitng, iHbAQ, 
expvwmntt. 
research, or 
surpary but Ml 
yet used for such 
purposes. 


C. Nunttterof 

D. NuitYw of «niin»i» upon 

g. Nurmar of anirmis upon M 4 iich teaching. 

F. 

amrrwiaupon 

« 4 ech aapanmanta. 

eapanmania. research, surgery or taaiaware 


which (aatdung. 

leaching, resaereh. 

conduetad involwng aecompan^ng pain or distress 

TOTAL NO. 

resaansh. 

*uni»y, or lUU «*« 

10 ini irunaU and tar wntA inc uu ol agpnionsie 

OF ANIMALS 

expenfnemi. or 

conduoBi) involving 

anailhalicMUioasic. or iringulllzing drugs vnuid 


tests ware 

ueonaanyingpwnor 

tuvB (dvenily addcita im procsdum, resmu, or 

(Cala. C « 

i:oniiud*il 

diilrtisiQinoaniiYati 

irueipntBbon of the taaehing. raaaaich. 

0 * E) 

irtvoivinQ no 

onO tar vvhich appropnile 

faptnmenit. turgery, or testa. (A/i aapfanaftan sT 


pain, diatrass. or 

anedthatic. analgeeic. or 

the proeaourtf pftNUang pan or disfmss 01 mesa 


uaaof pairv 

nonquillzmg aniD< 

a/Mnafs and me masons such Nun» nor osed i 


retiewng dmga. 

utod. 

must M •neficd » inii rdportj 





1) ProfMatondfiydccepu&taatandarvtaoovamingtaecarc.treairiwnt. anduaofatantalt.kndud(ngsppfOprtBtaUMofvia(haile,anMga(c.andtrBriqu^nBdrvrB».pnor lo. during. 

and folicMing eduM rasearcn. toadiing. testing, sugery. or cKpenmeniation taara tolloMd by ihia webrch fadtny. 

2 ) EMhprincipaiirrwMiJeatorhUGonsideMdeitemativestopoinfUpiQeBduFH. 

3) This taeiHty is adhehng to the aianderdi and nguiaUona unbr the Act, arta li has requirad that axeapborta to tha standards and reguiaUoM ba spedflad ans axpiained by the 
prtndpai investigator and apprewad by tha inatHuboMt Anirrsl Cara and Uaa Consnttaa fUCUO. A aunanary of bfl tha aaeapbena la aitaeliad to tMa annual raport. In 
addiODn to Identifying tha lACU&epprMd enapiiona, this aurrrmry Indudaa a Onaf asplanatten at tha eabipaona. as weii-as the speeai and number of aniiraua afleewd. 

4) The attending vetartnahan for ims rasaairdt facility hat apprspnata authority to enaura lha previaion of adaquala vaiannaiy care and to pyaraee tha adaouacy of other 
aspects of animal care end use. 


CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL 
(Chiaf Exacutive Offlcar or Lagally Raspomibie Instltuttonal oflleial) 

___ jva i« tniB. ewrad. and eomplatt (7 US.C. Secton 2143) 

' (J/I . rm B Ar /. C n na iN.R'nruTlON At. official fTvot or Print) 
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All redactions on this page are pursuant to (b)(4). 


Registration No. 47-R-0010 

" 2003 USDA ANNUAL REPORT OF RESEARCH FACILITY 

REGISTRATION No. 47-R-0010 
Column '^E" Entries 


Dogs; 

A total of seven dogs are dogs became ill as part of a viral 

challenge as mandated b)H[|||H|H^Hand European Pharmacopoeia Monograph 
01/2002:0964. Pain and oistre^mlievlnganbs were not utilized in these tests since they 
would mask the effects of the virulent challenge. Three dogs became ill following bacterial 
challenge. The treatment of the dogs was delayed in order to evaluate clinical signs for 
development of a new bacterin as per VS Memorandum 800.202. lACUC has approved all of 
these studies. 


If A V m m ft I tl : ■aiTTfiTaTni^ 


Guinea Pigs; 

igs aro listod in Column E. The guinea pigs were used in 1 1 
In each potency test, one or more serials were tested concurrently in 
reduce the number of animals by sharing the control-unvaccinated group. A total of 
1 8 serials were tested. One hundred forty-four (144) animals ware used as vaccinated and 
fifty-five (55) animals as unvaocinated controls. Th^^^n^aten^t^^M>erformed 
according to USDA-mandated methods specified ihHUmiHHHl which 
requires death as an endpoint. The 55 control animalsdie^rwe^eutnani^ as a result of 
the bacterial challenge. While all 144 vaccinated animals were protected from death, the 
nature of the challenge material induced irritation at the injection site for the duration of the 
three-day potency test. Injection site irritation is expected for this type of challenge. 


This test is required by regulation as a proof of potency to be conducted 
on each sen'al of vaccine produced. Oeatii^^^^^^^nnisTest has been used for many 
years to indicate lack of protection fromH|||||BfH Clostridial disease in guinea pigs 
almost always results in acute onset an^rapi^leatn^n^apid progression of the disease in 
the guinea pig gives little opportunity for intervention. Furthermore, pathology would likely be 
impacted by use of anti-inflammatoiies. For this reason, neither our company, nor USDA 
C\^-L uses any substance to reduce pain or distress. The impact on iength of disease, 
duration and severity, which might occur with use of pain medications, is not known. Use of 
any such drugs therefore, would invalidate (according to private communication with USDA- 
CVB-LPD) the scientific value of the protection endpoint determined by the test. Lack of 
confidence in the endpoint would render the test itself useless for Judging vaccine potency. 


APHIS-USDA'CVB is engaged in developing In vitro test alternatives for products that require 
this test and our company has actually developed a test that is being considered for use. 

Until a validated USDA-CVB approved alternative is available, the standard test is obligatory. 
No alternative exists at this time, and no CVB-approved means of relieving pain and distress 
for this use of guinea pigs are yet available. 


February 25, 2004 
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Registration No. 47-R-0010 


All redactions on this page are pursuant to (b)(4). I 


Hamsters; 

A total of 1262 hamsters are listed in Column E. The hamsters were used for 

to USDA-mandated methods 

specified These tests are required by 

regulation a^roo^fLe^ospiraRacan^OTen^T^^onducted on each serial of vaccine 
produced. Death of hamsters in this test has been used for many years to indicate lack of 
protection from leptospirosis. Because the vaccine is given at a fractional dose, the test 
amounts to a protective endpoint determination for the vaccine being tested. Leptospirosis in 
hamsters almost always results In acute onset and rapid death. The rapid progression of the 
disease in the hamster gives little opportunity for intervention. Furthermore, pathology would 
likely be impacted by use of anti-inflammatoiles. For this reason, neither our company nor 
USDA CVB-L uses any substance to reduce pain or distress. The impact on length of 
disease, duration and severity, which might occur with use of pain m^ications, is not known. 
Use of any such drugs therefore, would invalidate (according to private communication with 
USDA-CVB-LPO) the scientific value of the protection endpoint determined by the test. Lack 
of confidence in the endpoint would render the test itself useless forjudging vaccine potency. 


APHIS-USOA-CVB is engaged in developing In vitro potency test alternative for products that 
require this test and our company has actively participated in this effort. Until a validated 
USOA-CVB approved alternative is available, the standard test is obligatory. No attematives 
exist at this time, and no CVB-approved means of relieving pain and distress for this use of 
hamsters are yet available. 


IV. Mink; 

A total of 92 mink are listed in Column E. The mink were used In potency tests for a 

/accine. Tests were conducted accord ing to USDA- 

mandated methods specified ini 


The viral enteritis potency test is required by regulation as a proof of viral enteritis vaccine 
potency to be conducted on each serial of vaccine produds. The challenge with virulent virus 
induces clinical diarrhea that can lead to death. In cases that this happens, the rapid 
progression of the disease in the mink gives little opportunity for intervention. 


The Clostridial potency test is required by regulation as a proof of Clostridial vaccine potency 
to be conducted on each serial of vaccine produced. Death of mink in this test has been 
used for many years to indicate lack of protection from Clostridial disease. Clostridial toxin 
challenge of mink almost always results in acute onset and rapid death. The rapid 
progression of the disease in the hamster gives little opportunity for intervention. 

For both of these required potency tests, pathology would likely be impacted by the use of 
anti-imflammatories. For this reason, neither our company nor USDA CVB-L uses any 
substance to reduce pain or distress. The impact on length of disease, duration and severity, 
which might occur with use of pain medications, is not known. Use of any such drugs 
therefore, would invalidate (according to private communication with USDA-CVB-LPD) the 
scientific value of the protection endpoint determined by the test. Lack of confidence in the 
endpoint would render the test itself useless forjudging vacdne potency. 

APHIS-USDA-CVB is engaged in developing in vitro potency test alternatives for products 
that require animal testing for product release. Our company has been an active industry 
partner In these efforts. Until validated USDA-CVB apprwed alternatives are available, the 
standard tests are obligatory. No alternatives exist at this time, and no CVB-approved means 
of relieving pain and distress for this use of hamsters are yet available. 
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UNtTED STATES DEPARThiENT OF AGRICULIVRE 

ANiuM. and plant health inspection service 

ANNUAL REPORT OF RESEARCH FACILITY 

(TYPE OR PRINT) 

1. RECHBTItATKlU'NO. CUSTOMER MO. 

TA-Rooes 1476 

FORM APPROVED 
OMBNO.aS7M036 

Z HEADOUARTEn RESEARCH FAaUTY(?gsineaiidAI»as8,aarag(NaFlitiiihi;SCM. 
tMfadpZti Oodti) 

UNIVERSmr OF TEXAS 

1513 HOLCOMBE BLVO 

HOUSTON. TX 77030 
(713}7S2-27B0 

3. REPORTING FACIUTT (List aRlocaiiainvrhaiesnunalsiaBrehoiBed or used in ectuNiasesich, Mating. teecMrig, or «Ge*MnMon.drlMld tar tlwaepuipoaaa.AaKha(UlianN 


> 


FAdunr u)CATX)NS(’aibc) 


See Attached Listing 


tRBPORTOF AWIIALS USED BY OH V)M 06 W COWTWOL Of HESEaKCH FACIUTT (AOKh tMUMta/tol* f niwwaai iyof uaa APHtS fORW 70 ? 3 A; 

■■■ - - T ' :. TT -a -" - " - ! ' ■ "l, .. i . i 1 1 ■ . 


A. 

Animais Covered 

Weffare ftegulitions 

a. Numberof 
animsla being 
brad. 

eondidonad, or 
held for use in 
taschtng. taating, 
eaperimenla. 
laaearrtt.or 
■urgery but net 
yet uaed for such 
puiposaa. 

C. Numberof 
animafsi«Min 
vMchtMcNn0r 
TWiiMirch. 

or 

iBUtvmra 

pain, diMmte or 
ueeofpair^ 

ratMns drupe- 

O. Numbarofanimalaman 
vMch npertnenta, 
taacMng. reaeardi, 
aurgety. eriaabwara 
eonduelad Involving 
aeeenqwny4ngP**rior 
dMbeaaioBwtniraala 
and forwNeh appropriala 
aneagtatfo. or 

tmoguWzlng drags ane 
toed. 

E. Nunbar of animalt upon which teaching, 
ermarimente, laaaardi. aurgsry or lean were 
cenducted invalving icooiTpanylng pain er distress 
to lha animals and for HhliPi the isa ef apprepriato 
anaallMieAnalgaaie. er MnqudBing drugs would 
hava sdvanaly sRacted lha preeeduraa, resulis. or 
IntetprMaiian or the teaching, raaaaitii. 
aupmlmtiils.srsgaqAgteab. {nnaigilznaabnof 
dia praoarforaa ptoduefog pair) pr dWrass At Paae 
aninaN and ate nema auefi tPciga Mara nor IMP 
imtbmtashatt) Utmioiti 

F. 

TOTAL NO. 

OF ANIMALS 

(COM-Ce 

DeE) 

4. Dofls 

5 


40 


40 

5. Cats 






6. Gtanea Pigs 






7. Hamsters 

0 

247 

13 


7fin 

S. Rabbits 

17 

52 

186 


238 

9. Non-Human Primatos 

452 

468 

47 


515 

10. ShMp 

82 

31 

56 


88 

11- Pigs 

23 

17 

45 


62 

t Z Other Farm Animals 






Cattle 


1 



1 

13. Other Animals 






Horses 


L 



1 

Geese 


8 



8 




L_ 

^ 



1 ASSWANCE STATEMENTS 1 


d) Pfo<Baaieoa»y acceptable Biandante goiiaminB the cana, KeaWiaoL end uaa ot antmela. indudiqg tfpmptum uaa al anaamallc, a na l a ealc. and eanquBaing aniga. pilor to. during, 
and fottcMfno actual research, teachrna. teaiing. auigary. or ai y ar lm em a don ware MIomnI by Ibla lauairrh hdity. 


2) Eachprindpsl inuasbgaiorhascoraiaarsdaitemiitiVBStapaMuIpnKBduraa. 


2} This facility ia adhering to Ibealandantr and raguMorta under die AcL and Khea inquired tiataeceplioncb lie standenis and legulationa be spedted and civlained by the 
pdncipal inveadgator and approved by the Insbtuaonal Animal Cara and Use CammMtaa (tACUQ. A ciaimety ef eitteaeapdene ia altMhCdtetMa antaral report. In 
Bdditicin to Idarnltying the lACUC-appmvad erictaitiona. Ms aunmaiy Indurtee a brief eaplanallan of the ■g ap B u na. ta wad aa the apaoiaa and nuata-pl animals aflacitd. 


4) The attending vetannarian tor this rBsaarshtadity has appropriate auPrartty to ensure the provtaian of adaqwaaayeMnaiy Site and to mmraaa the artaquaey of odier 
aspects of animal cars arxl use. 


CERTIFICATION BY HEADQUARTElb RESEARCH FMIUTY OFFIOAL 
(CMRT&ecutlvsOnicRr or Legally RMpoiwIblRlnstttuBonRlonielal) 

A ) ><^ce(tiiy that the above is tnje.opiract and eempleie (7 U.5.C.Sadion 2143) 

raGMATURE OF C.E.QC OBJN&TTTIITIQNAL OFFICUIvA 

NAME & m£ OF C£.a OR WSTrnniONAL OiiiniUAL (Type rr 

DATE SIGNED 

%/'/ 


•hieh lEADQUARTEfS 

cX 


NOV 14 m 


/ 



APmS Forni 7023 Site Ust 


The following sites have been repcHted by Ihe facility. 


Registration Number 
Customer Number, 
Facility; 


74-R-0065 

1476 

UNIVERSITY OF TEXAS 
1515 HOLCOMBE BLVD 
HOUSTON. TX 77030 
{713)792-2780 


MD ANDERSON CANCER CTR 
1515 HOLCOMBE 
HOUSTON, TX 77030 

DEPT OF VETERINARY SCIENCES 
650 COOL WATER DRIVE 
BASTROP, TX 78602 

UT MD ANDERSON CANCER CENTER 
PARK ROAD 1C 
SMITHVILLE, TX 78957 




Column E Explanation 


This form is intended as an aid to completing the Column E explanation. It is not an offidal form and its use is 
voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an 
explanation. A Column E explanation must be written so as to be understood by lay persons as well as scientists. 


1. Registration Number: 

2. Number 1 _of animals used in this study. 

3. Species (common name) sheep ^of animals used in the study. 

4. Explain the procedure producing pain and/or distress. 


ACUF# 07-98-04922 

A surgical procedure is used to ligate a superficial motor nerve of the foteleg. If neuropathic pajn 
develops, the animal is maintained on drugs to relieve the neuropathic p ain except during a brief 
period between experiraents to evaluate alternative neuropathic pain relief drugs. Animals which 
develop neuropafliic pain arc maintained 63-70 days, during which time there are 3 episodes of 
analgesic evaluations. The animal is then euthanized. 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to 
determine that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see 
Item 6 below) 


This model is designed to evaluate new methods of treating human neuropadiic pain, by the 
assessment and evaluation of analgesics delivered via spinal in^ion. 


6. What, if any. federal regulations require this procedure? Cite the agency, the code of Federal Regulations 
(CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13,102): 


None 

Agency. 


CFR 



report li required by lew (7 1 JSC 2H3). Failure te (eporl aeeoidlno to lha raguMone can See feveme aide tor 

. . reauii in an order lo cewa and deslat and le be aub)ect lo penalltee as prevideti ter In Sedien 2150- addmonal intomalion. 


Imeregancy Repot Control No 
OtaOOOA-AN 




UNITED STATES DEPARTMENT OF AGRICULTURE 

ANIMAL ANO PLANT HEALTH INSPECTION SERVICE 

ANNUAL REPORT OF RESEARCH FACILITY 

{TYP£ OR PRINT) 

1. REGISTRATION NO. CUSTOMBi NO. 

e3-R-002B 11B2 

FORM APPROVED 
ouBNO.osrgtooae 

j. headquarters RESEARCH FACILITY rNsme end AOIdincs,earegi)feracfw«hUSOA, 

Sictoda Zio CodbJ 

SRI INTERNATIONAL 

333 RAVENSWOOD AVENUE 

MENLO PARK, CA S4025 
(e50)8S9>2000 

1 3. REPORTING FACIUTY (List all loceUone where anlniale were housed or used in ictull icseaieh. tafting, bacMng, or ertoenmaniMton. or held tor these purposes. Albeh addHlonal I 

1 sheets If necessary.) I 


FACILITY LOCATION VMaai 


See Attached Listing 


\ REPORT OF ANIMALS USED BY OR UNDER COm'ROL OF RESEARCH FACn.rrr (AttKh 9ddlUtm*l9h9^ltMe9nary9rum APHIS FORM t023A } \ 

A. 

Antrmit CovErgd 
ByTheAnlr«l 

WeffM Regulations 

a. Number at 
'anlmab being 
bred. 

ccndittoned, or 
held for use in 
tosdiing, tasting, 
axperlmanb, 
research, or 
surgery but net 
yet used for such 
purposes. 

C. Number of 
anlnbls upon 
xHch lesehing, 
leseeich, 
sspafmsnts. or 
issiswsre 
csnducwd 

Involving no 
paln.dislraas.or 
ussofpsln- 
mllsvlne drugs. 

D. Mffitber of animals upon 
which experinisnis, 
tescMng, lasoartoi. 
surgaiy, or lasts wow 
conmicud Involving 
aooompsnyingpainar 
eslrasatomeanimsls 
ind lor which spprapdsla 
aneilhelic, analgesic, or 
bahquiliiina drugs vrara 
ustd. 

E Nuntosr at tnlRtoli upon which lasctiing. 
ssportmsnls, rasoereh, surgery or tears were 
conduUed Involving eacompanyUtg pain or dblrets 

10 Ihe animals end tor wtuch me use of spprqprisle 
anesthetlc.anslgeale, criranquiliaing drugs would 
havt advenaly tflaclad the praeedurat. leautts. or 
Intarpmlattcn of the teaching, naearch. 
aqiarimenlt, tuigary, or Icsb. (An enpltnallan of 
ffie pfoeeduras proAi^ paiii or ditimsa to Mete 
animals and fhe roeseot auen drugs MShiiiof toad 
rmisf be enEfied to tfus mporfj 

F. 

total no. 

OF ANIMALS 

(Cob. C V 
0*E| 

4. Dogs 


86 

12 

0 

93 

S. Cats 






6. Guinea Pigs 




5 

5 

7. Hamsters 






8. Rabbits 


202 


M o* 

w 

9, Non-Human Primate* 



li-r- fihhmv 

Csdt'i, 


10. Sheep 




\ 

pniC. 


11. Pigs 






12. Other Farm Animala 












13. Other Animals 
























1 ASSURANCE STATEKCNTS | 


1) Protoaslonally acoepiabis slandarda governing the care, traatmant, and uie at anlitali, inetuotog appropriate use of anetlhebc, analgesic, and Iranquaiiing drugi, prior lo, during, 
and tollowine actual march, leaching, teatino. surgery, or experlinentaOon nmm toUowed by this reeeaicri toelllly. 


2) Each principal invaatigatDr has considarad altamaHves to painful procadurea. 


s) This facilHy is adhering to Pie standards and regulations under the AcL end It ties required biet eneeptlona to the standarda and regulallona be mecMad and arqUatned by the 
principal Investigalar end approved by Ihe InsliiuSonal Animal Care and Use CormtUea (lACUC). A aianmary of ell dia aacapUaiia Is altaeiiad to nils annual rapwt In 
addieon to idanuiying the lACUC-approved excepHona, IMs summary Indudei e btlaf enplanatlDn & the sscc^ona, as iMil at ttia aptota and nunMr of aninala affaelad. 

4) Tht attending vdertnertan tor mb rsteanm facility has appropdata aulhorliy to antuia tht provlaian cf adaquaia vsiertnary care end to oversee the adequacy of ofher 
aspeeis of enlrral cam and use. 


APHIS FORM r023 
(AU6S1) 


CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAI. 
(Chief Executive Officer or Legally Reeponslble insUtuHonel official) 

I that iKm ohmja la inw rwmnl anH rrvnnlatn fT 1 1 A C FnrJfnn P14St 


(Replacea VS FORM 1143 (Oct U), eihleh b obeoleH 


ATESIGNp 


PART 1 - HEADQUARTERS 
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Column E Explanation 


1 . Registration number: 93-R-0026 

2. Number of animals used in these studies: j6 

3. Species (common name) of animals used in these studies: Rabbit. Guinea Pig 

4. Explain the procedure producing pain and/or distress: 

Five (5) guinea pigs were euthanized via decapitation without anesthetic. 

Eleven (11) rabbits experienced Categor^painMistreSs for approximately 1-2 
dose administration of|H||||||HHinto the lungs. The 
|^^^H|created infection of the lui^s^Wne^ was determined that the 
rabmt^^ experiencing pain and/or distress, the rabbits were euthanized. 

5. Provide scientific justification why pain and/or distress could not be relieved. 
State methods or means used to determine that pain and/or distress relief would 
interfere with test results. (For federally mandated testing, see Item 6 below). 

The 5 guinea pigs were used as a tissue source for ileal smooth muscle 
bioassays. The ileum is very sensitive to anesthetics. When anesthetic is used 
the tissues don't contract and they are insensitive to the opiates that were being 
tested. For this reason, administration of anesthesia prior to decapitation was 
contraindicated. 

Each of the 1 1 rabbits was on a continuous regimen of antibiotics to treat the 
underlying cause of this pain &/or discomh>tt. Also, when personnel identified 
this condition, the rabbit was euthanized as soon as possible. 

6. What, if any, federal regulations require this procedure? Cite the agency, the 
code of Federal Regulations (CFR) title number and the specific section number 
(e.g. APHIS, 9 CFR 113.102). 

Agency; Food and Drug Administration (FDA) 21 CFR 312.23,a,5,ii,iii 

An Investigational New Drug (IND) submission requires: A summary of the 
pharmacological and toxicological effects of the drug in animals. 


SRI International 


333 Ravenswood Avenue • Menlo Parte, CA 94025*3493 • 6S0.85S.2000 



—wv.w.i.* lu i.ieieyutd»on5 tan oec aiiacnea lorm lor Jnterajency Repofl Control No.; tr* 

fesult ID ag order to cease and clesisi and lo be subleei lo penallies as provided tor in Setllon 21! arfdlliona? Information. j 


' i united STATfeS DEPARTMENT OF AGRICULTURE 

1 ANIMAL AND PLANT HEALTH INSPECTION SERVICE 

ANNUAL REPORT OF RESEARCH FACILITY 

( TYPE OR PRINT ) 

1 

1. CERTIFICATE NUMBER: ■] 5-R,0029 

CUSTOMER NUMBER; 55 

1 

FORM APPROVED 

0MB NO. 0579-0036 

1 

Boehrlnger Ingelheim Pharmaceuticals, Inc. 
900 Ridgebury Road 

P.O. Box 368 

Ridgefield, CT 06877 

NUf c 

Telephone: (203) -798-9988 

32004 

s.jREPORTiNQ facility ( usl all locaiions wnere animals vyere housed or used in adual researcfi, (esE 

or exparimenlalion, or held for thase purposes. Aitach additional shea 

5 if necessary ) | 


175 Btiar Ridge R^oad facility locations l Site« J ■ SBeAtach«)Us«nB 

Ridgefield, CT 06877 1 

I Report of animals used by or under CONTKOL of research facility I Attach additional sherts if necessary or use APHIS Form 7023A 1 


Ai 

Animaie Covered 
ey The Animal 

Welfare Regulations 

B. Number of 
animals being 
bf«t, conditioned, 
or held for use in 
teadiing, lesting. 
experiments, 
research, or 
surgery but not ye 
used for such 
purposes. 

C. Number of 
animals upon 
which leaching, 
research, 
experfments, or 
tests wvm 
conducted 

Involving no pair), 
dislress. or use ot 
pain^relievirio 
drugs. 

P. Nurrber of anirmis upon 
which experiments, 
leeching, research, 
surgery, or tests were 
conducted invotving 
accompanying pain or 
distrisss lo the animals an 
lor which appropriate 
anesthdic, analgesie,or 
irartquiilzing drugs were 
used. 

E. Number of animals upon wt^ch teaching, experimei|i 
research, surgery or tests were conducted lnvolvir\gl 
accompanying pain or distress to (he animals and fc 
the uae of appropriate anesihetie, analgesic, or (rani 
drugs would h»>e adverst^ affected trio procedura 
results, or interpretation of the feacNng. resesnsh, ; 
experiments, surgery, or tests. ( An explanation of tf- 
procedures producing pain or Oislress In these enirri 
the reasons such drugs were not used must be altad 
Ihisrepori). 

ts. 

If wh 
(uilix 

le 

lies 

ned 

F. 

total number 
OF ANIMALS 

( COLUMNS 
C+D+E) 

4. Dogs 

42 

16 

24 

’ 8 1 


48 

i>. Cats 






(j. Guinea Pigs 



75 


1 

75 

7. Hamstera 







Cl. Rabbits 


- 


10 

1 


SI. Non-human Ptiinales 

I 164 


8 

216 


1 224 

1 

1 D. Sheep 

1 






11. Pigs 



4 



4 

l.i. Other Farm Animals 












13. Other Animate 




/• ' 






/ 

/ :: 






/ 

/ 






- 



ASSURANCE statements 


1} Professionally acceptable standards (roveming the care, treatment, ttid use of aramaia, indudino appropriate uae of anestefic, analpesie. and trv>quna:lnQ drugs, pncr to. tkiHng; srtd foUaerng actuat rest 


teeching, testing, surgery, or experimentation v«re followed by this research faeinty. 


2) Each phncipol inveaf^elor has considered attemaUves to pairtful procedures. 

3) This facility is adhering to the stcndards and reguialtor« under the Ad. and H has required that exceptions to the sterrderde end regulations be spedfied and explained by the pi^dpaf invertigator end ap 

iriBtUuiiorwl Animal Care and Use Committee (lACUC). A sumrrary of all such ezcaptionc is attached to this annual report. M addition to identifying the lACUC>approved exeeptlons. this eifrrnwy inc 
brief explanation of Iht a:neptior>s, os well as the species and nurnber of animals affseted. j 


The attending veterinarian for ihts research facalfty has appropriafe authority to enema the provision of adsQuete veterfriery care and lo oversee the adequacy of other aspects of animal care and use. 


r 

CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL 
( Chief ExecutIva OfRceror Legally Responsible Institutional Official } 

> 

SIGNATURE OF 

1 

DATE SIGNED 

APHIS FORM 702 

is Obsolete.) 



(AUG 91 ) 
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16-R-0029 


I 


The 8 dogs assigned to coiunm E of this report were included in toxicology or safety assessment procedures 
in which, to meet Food and Drug Administration requirements under Good Laboratory Practice regulations 
(21 CFR 58.120, 43 CFR 60013) a limited number of animals must be exposed to test compound dose 
levels toxic to the animal. Clinical signs produced by some test confounds at toxic dose levels may be 
j distressfiil or painful to the animal, if only transiently. To intercede prematurely would invalidate the 

I procedure, requiring its repetition and the consequent use of more animals. 

I 


i 




I 

i 



i . 

i 

E8 16-R-002^ 

The 10 rabbits assigned to column E of this report were used for hyperiramunization procedures I 
(polyclonal antibody production) in which adjuvant associated with the antigen of interest produced | 

localized discomfort typical of a subacute inflammatory reaction. The lesions were treated topically to | 
rainimize discomfort, and in all cases the nninimum quantity of least irritating adjuvant was employed tiiat 
would not have necessitated the use of additional animals. The protocol permits 1 0-20 intradermal | 
injection sites which may be pruritic or transiently painful when subjected to normal postural adjustmeiits. 
The use of systemic analgesics during the several week duration of the process is regarded as inappropriate, 
since these agents interfere with the antibody production process (e.g., corticosteroids), or have systemit 
i side effects in chronic dosage (appetite suppression, constipation). Although the injection sites are j 

monitored daily for signs of excessive inflammation and treated locally with emollients, local anesthetics 
j and antibiotics as indicated, a conservative classification acknowledges the potential for distress associated 

I with what is an iatrogenic dermatitis. 



Primates assigned to colutnn E of diis report were used in various toxicology/safety assessment procedures, 
pharmacologic studies of the inflammatory response or evaluation of the immunomodulatory effects of t^st 
conpounds. 



39 cynomolgus macaques 


I intended to producel^^H| j 
[Although doses are titrated to producctheininimum 
piiysioiogic cnange compatible with the appropriate evaluation of the test anti-inflanunatory compound, | 
normal physiologic variation among animals, fte side effects of up to four hour sedation throughout the test 
period and repeated use of the same animals to test a succession of conpounds produces transient anorexia 
and limited signs of depression during the 24-hour post-test period. We feel this could be distressful to the 
animal and have conservatively assessed the procedure accordingly. ; 


22 squirrel monkeys are used as a model of cell mediated immunity (CMI) in which they are sensitized hy 
antigen in an adjuvant vehicle ^propriate to the route, dosed with test coirpound by a variety of routes apd 
then skin tested with the original antigen. Although antigen dose is minimized, systemic reactions include 
inappetence and depression; local reactions at injection sites are those associated with minimal acute ! 
inflammation. Discomfort is attenuated through the use of analgesic dmgs but, because an inflammatory j 
condition is induced and clinical signs may appear, it is anticipated that the moidceys may potentially 
experience the discomfort which human beings feel during the analogous condition. 

155 rhesus macaques were included in toxicology or safety assessment proceduies in which, to meet Food 
and Drug Administration requirements under Good Laboratory Practice regulations (2 1 CFR 5 8. 1 20, 43 i 
CFR 60013) a limited number of animals must be exposed to test conpound at dose levels toxic to the 
animal. Clinical signs produced by some test compounds at toxic levels may be distressful or painful to the 
animal, if only transiently. To intercede prematurely would invalidate the procedure xmder the cited 
regulations, requiring repetition of the study and the consequent use of more animals. 


Tfi.j report is required by law (7 use 2143). Failure to report according lo Ihe regulations can NQV 2 4 Zw4 See atlac^ 6 d form for InteragencyReportConirolNo., 

resu t in an order to cease and desist and to De subject to penalties as provided for in Section 21i ^ ^ additional information. 


UNITED STATES DEPARTMENT OF AGRICULTURE 

ANIMAL AND PLANT HEALTH INSPECTION SERVICE 

1. CCRTIFICATE NUMBER; 21-R-0114 

CUSTOMER NUMBER; 33 Q 

FORM APPROVED 

0MB NO. 0579-0036 

ANNUAL REPORT OF RESEARCH FACILITY 

Weill Medical College Of Cornell University 

1300 York Avenue - Box 40 

( TYPE OR PRINT ) 

New York New York, NY 10021 

Telephone: 



1 3. REPORTING FACILITY { Ust all locations where animals were housed or used in actual research. iQS^nd,orexper)ni^ta lion, or held for these purposes. Attach additional sheets if necessary ) 


FACILITY LOCATIONS ( Sites ) - See Ateched Listing 


I REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FaCIUTV ( Attach addlBonal ah«et» H necessary or uM APHIS Form 7023A 'i 


A. 

Animaft Covered 

By The Animal 
Welfare Regulatlona 

B. Number of animal 
being bred, 
conditioned, or 
h^d for use in 
teaching, testing, 
experiments, 
research, or 
surgery but not yc 
used for such 
purposes. 

C. Number of 
animals upon 
which teaching, 
research, 
experiments, or 
tests were 
conducted 
invr^ng no pain, 
distress, or use <x 
p 0 in-relievfng 
drugs. 

D« Number of animals upon 
which expertments, 

Teaching, reBearch, 
surgery, or (eats were 
conducted Involving 
accompanying pain or 
distress to the'anirnafs an 
for which appropriate 
anesthftliCc enaige^c. or 
tranquDIzing drugs were 
used. 

E. Number Of animals Upon Which teaching, experiments, 
research, surgery or tests were conducted involving 
accompanying pain or distress to the animats and for wh 
the use of appropriate anesthetic, analgesic, or tranquiliz 
drugs woiid have adversely affected the procedures, res 
or Interprtfabon of Ihe teaching, research, experiments, 
surgery, or tests. ( An explanation of the procedures 
producing pain or distress in these animals and Ihe ressc 
^iCh drugs were not used must be attached to this report 

F, 

TOTAL NUMBER 
OF ANIMALS 

( COLUMNS 
C+D+E) 

4. Dogs 



46 


46 

5 Cats 



3 


1 

6 . Guinea Pigs 


381 

1 


381 

7 . Hamsters ' 



76 


76 

B. Rabbits 



66 

1 


9. Non-human Primates 




1 

6 

18 

10. Sheep 



1 

, 5 


5 

1 1 . Pigs 



Q4 


QA 

12 . Other Farm Animals 





O 





1 — — — — 


13, Other Animals 





O 

■ WMC hour 

>eB 7 


t ea and A r-ahH 

it-ft HoIrtnQ-iriQ 


MSKrn (I 


-007 - T 




wsKcr.'.q 



t included on 1 

this report. 


I ASSURANCE STATEMENTS | 


1 ) Professionally acceptable standards governing the care, treefritent. and use of animals^ including appropriate use of anestetic, analgesic, arRf tranquitl 2 ing drugs, prior to, during, and foltowir>g actual res« 
teaching, tasting, surgery, or experimentation were followed by this researeh ^dlity. 


2 } Each principal investigator has considered alternatives to painful procedures. 


3) This facility is adhering to the standards and regulations under the Ad. and it has required that mcepitons to the standards and regulations be specified and explained by the principal Investigator and ap 
Institutional Animal Care arxf Use Committee ffACUC). A summary of all aueh exceptions Is attached to this annual report. In addition to identifying the lACUCnapproved exceptions, this summary inc 
brtaf explanation of the exceptions, as well as the species end number of animals aff^ed. 


4) The attending veterinarian fex* this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other aspects of animal care and use. 


CERTIFICATION BY HEADQUARTERS RESEARCH FACIUTY OFRCIAL 
( Chief Executive Officer or Legally Responsible Institutional Official ) 


SIGNATURE OF C,^ 


NAME a TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL ( Type or Print ) 


DATE SIGNED 


iddlStlsL 


HIS FORM 7023 / 

f AUG 91 ) f 


(Replaces VS FORM 18-23 (OCT 88). which is Obsolete.) 
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Facility; Weill Medical College 
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Weill Medical College of Cornell University 
^Reportable lACUC-Approved Exceptions 


1 . Restriction of water in non-human primates (for behavioral traiiung) = 3 Protocols 


2. Pair housing two (2) “Group 3” non-human primates in a cage with floor space of 8 
sq. ft. instead of the required 8.6 sq. ft. 


USDA Report WMC/CU 
Certificate Number 2 1- R- 01 14 
November 2004 



Optional Column E Explanation Form 


This form is intended as an aid to completing the Column E explanation. It is not an 
official fonn and its use is voluntary. Names, addresses, protocols, veterinary care 
programs, and the like are not required as part of a explanation. A Column E explanation 
must be written so as to be understood by lay persons as well as scientists. 


1. Registration Number. 21-R-0114 

2. Number 6 of animals used in this study 

3. Species (common name) Non-Human Primate of animals used in this study. 

Rhesus macaque 

4. Explain the procedure producing pain and/or distress 

The animals will be placed on a water restriction regime during the on-control 
periods of research. Although a detailed method of evaluation has been 
successfully employed since inception of the protocol, it is possible that the 
animals could become dehydrated during the on-control periods. If the animal 
becomes dehydrated, the animal will be treated appropriately with rehydrating 
fluids. In ad^tion, visual behavior experiments require that the monkey be 
restrained for several hours a day in a primate chair. The restraint could be 
distressful. Precautions are taken to prevent the animal from experiencing pain 
or distress while in the primate chair. Excessive grimacing, vocalizations or 
squirming may be signs that the animal is uncomfortable in the chair. If these 
behaviors are displayed during a recording session, the experiment for that day 
will be terminated and the animal returned to its cage. 

5. Provide scientific justification why pain and/or distress could not be relieved. 

State methods or means used to detemine that pain and/or distress relief would 
interfere with test results. (For Federally mandated testing, see question 6 below). 

Pain or distress will be relieved by rehydrating the monkey in the case of 
dehydration and removal from the primate chair if the animal displays signs of 
discomfort or pain. Although appropriate action would be taken immediately, the 
animals were placed in Category E because both of these situations may occur. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code 
of Federal Regulations (CFR) title number and the specific section Number (e.g., 
APHIS, 9 CFR 113.102) 

Agency CFR 


USDA Report WMC/CU 
Certificate Number; 21-R-0114 
1 1/23/2004 


This reoofi required by lavJ (7 USC 2143). Failure to report according to the regulations can 
in an order lo cease and desist and to be subject to penalties as provided fOrln Section 21! 


i UNITED STATES DEPARTMENT OF AGRICULTURE 

I ANIMAL AND PLANT HEALTH INSPECTION SERVICE 

October 1, 2003 to September 30, 2004 


ANNUAL REPORT OF RESEARCH FACILITY 

( TYPE OR PRINT ) 




VLO C ^ 

See attached form for 
addllional information. 


1 . CERTIFICATE NUMBER: 21-R-0199 
CUSTOMER NUMBER: 537 


Roswell Park Cancer Institute 
Roswell Park Cancer Institute Corp 
Buffalo, NY 14263 

Telephone: (716) -845-2300 


Interagency Report Control No. 


form APPROVED 
0MB NO. 0579-0036 


3. REPORTING FACILITY ( List ail locations where animals were housed or used In actual research, testing, or experimentation, or held for these purposes. Attach additional sheets If necessary ) 


Medical Research Complex FACILFTY locations < sues) • SeeAtachedUsUng 

Cmcer Cell Center 


ReIpORT of animals used by or under control of research FAClLmr t Attach addWonal sheets If necsssaiv or use APHIS Form 7023A I 


C. Number of 
animats upon 
which leaching, 
research, 
experiments, er 
tests were 
conducted 
involving no pain, 
distress, or use o 
patn-reHavlng 
drugs. 


D. Number of animsis upon 
which e}^erimenis. 
teaching, research, 
surgery, or tests were 
conducted involving 
accompanying pain or 
distress to the animals an 
for which appropriate 
anesthetic, analgesic, or 
iranquiliztng drugs were 
used. 


E. Number of animals upon which teaching, experimenis, 
research, surgery or tests were conducted Involving 
accompanying pain or distress to the animats and for wh 
Ihe use of appropriate anesthetic, analgesic, or tranquiilz 
druga would have adversely affected the procedures, res 
or intirpretotlor> of the teaching, research, expertmenls, 
surgery, or tests. ( An explanation of the procedures 
prodixlng pain or distress in these animals and the reasr 
such drugs were not used must be attached to this report 


TOTAL NUMBEF 
OF ANIMALS 

( COLUMNS 
C + D + E) 



ASSURANCE STATEMENTS 


I 1 ) Wofessionally acceptable slandanis govaming the care. Ireatmenl, and use of animals, including appropilale use of anesteHc. analgesic, and Iranquinzlng dregs, prior to, during, and following actual resr 
teaching, testing, surgery, or expenrnentabon were followed by this research fadlily. 

! 2) Each principal investigator has cransidered alternatives to painful procedures. 

3) This facility is adhering to Ihe standards and regulations under the Act, and it has required that oecaplions to Iha standards and regulations be specified and esplalned by the pnndpal investigator and ap 
Instrtutlonal Animal Care and Use Committee (lACUC). A summaqr of allauch excaptions ts attaiciMd to tills annual report. In addition to identifying the tACUC-approved excepb'ons, this summary inc 
brief explanation of the exceptions, as well as the species end number of animals affected. 

; 4) The attending velerinanan tor Ihis research facility has appropriate aulhorlfy to ensure Iha provisior of adequate vetehnary care and to oversee Ihe adequacy of other aspects of animal care and use. 


CERTIFICATION BY HEACXaUARTERS RESEARCH FACILfTY OFFICIAL 
( Chief Executive Officer or Legally Responsible Institutianal Official ) 


signature of c e.o or institlitional official 


NAME * TITLE OF C.E.O. OR INSTITLITIONAL OFFICIAL ( Type or Print) 



APHIS FORM 7023 
I AUG 91) 


(Replaces VS FORM 18-23 (OCT 08), which is obsolete.) 





























Column E Explanation 




This form is intended as an aid to completing the Column E explanation. It is not an official form and its use is 
voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an 
explanation. A Column E explanation must be written so as to be understood by lay persons as well as scientists. 


1 . Registration Number: 91-R~nn'^? 


2. Numbe r 04 I>=71 - E=4 of animate used in this study. 

3. Species (common name) DOGS o f animals used in the study. 

4. Explain the procedure producing pain and/or distress. 


All of our animals are used for preclinical toxicology testing, 
Pain or distress is caused by administration of cytotoxic drugs 

THAT CAUSE A VARIETY OF TOXICITIES, SUCH AS MYELOSUPRESS I ON / 
gastrointestinal TOXICITY/ ANOREXIA/ ETC . 


5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to 
determine that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see 
Item 6 below) 

The POINT OF PRECLINCIAL toxicology testing is to DETERMINE A SAFE 
STARTING DOSE IN MAN/ TO DETERMINE THE FULL CONSTELLATION OF TOXICITIES 
BOTH IMMEDIATE (WITH HOURS OR DAYS) AND DELAYED (WEEKS TO MONTHS) THAT 
MAY OCCUR, AND TO EXCLUDE DRUGS FROM HUMAN TESTING THAT SHOW A PATTERN 
OF UNACCEPTABLE TOXICITY (HEART FAILURE, BLINDNESS, ETC.), WHILE THE 
TOXICITIES THAT OCCUR THAT MAY CAUSE DISTRESS ARE OFTEN TREATABLE, THAT 
WOULD BE COUNTER TO THE GOALS OF TESTING, WHERE INFORMATION REGARDING 
THE FREQUENCY, MAGNITUDE AND REVERSIBILTY OF TOXICITIES ARE ALL IMPORTA 
TO UNDERSTAND AND STUDY. 


6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations 
(CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 


Agency. 


CFR 




rtiisreportiSfequire(Jbf'law(7USC2t43). Faihifeloreportaceotdfigiolhemgulafionstaniii... j , < n O/ini See attached fotm (or Interasency Report CourcH No : 

rasuii )n an ordar lo cease and desfel and lo be subject lo petwWes as provided for »i SecUon iBU V i u tUoT addttiooat irtgmalion. 


UNITED STATES DEPARTMENT OF AGRICULTURE 

ANIMAL AND PLANT HEALTH INSPECTION SERVICE 

L CERTIFICATE NUMBER: 22-R-0009 

CUSTOMER NUMBER: 5')g 

FORM APPROVED 

OMB NO. 0579^)036 

ANNUAL REPORT OF RESEARCH FACILITY 

(TYPE OR PRINT) 

Novartis Pharmaceuticals Corporation 
BWg 437/1329 

One Health Plaza 

East Hanover, NJ 07936 



Telephone: (973) -781-007^ 


jl. REPORTING FACILITY (List all Iccalians where animals were housed or used in actual research, tasting, or experlmenuticn, or held lor Itwse purposes. Attach adtSlional sheets il necessary) | 


FACILrTY LOCATIOhb( anas ) - See Atached UsKiig 


REPORT OF ANIMALS USED BY OR UNDER CU3MTROL OF RESEARCH FACILITY I Attach aiMItional tthaate If necessary or use APHIS Fiifm7023A) 


E. Nuoiwr or animala upon whtcb leaching, experimants. 
research, surgery or tests mre conriuctetf ItivtSving 
acconipanying painordisbesslolheaninedssndtorHh 
SwudeiXBppitiprtateanesnMiic, analgesic, or traneudiz 
drugs «wmM have adyetsely affected the procedures, ras 
or mtetprel a tien cH its teaching, research, experiments, 
surgery, or tests. ( An explanallan o( the procedures 
produOng pain or distress In these animats and the tease 
such drugs ewe net used must be aiteched to this report 


A. 

B. Number d animal 

C. Number of 

D. Number or animals upon 


being bred. 

anMnsAsupon 

which axperfineiitSy 

1 

conddionecl. or 

amieh touching, 

laachlng, lassardt. 

Animals Covered 

held tar use in 

research. 

Buigwy, or lasts were 

By The Animal 

teaching, lesting. 

experiinenls, or 

conduGMd Involving 

Watare Ragidatlom 

eMperimenU. 

tests wmre 1 

accompanying pain or 


neseardL or 

cenducled j 

distress (q the animals an 


surgery but not yc 

InvoMng no pain, 1 

tar which appropriate 


used for such 

dtalress, or use o 

anesthetic, analgasic. or 


purposes. 

pokHVlisvfng | 

drugs. ] 

1 

ImnquiUng drugs were 
used. 


TOTAL NIMBER 
OF ANIMALS 

{ COLUMNS 
C+D+E) 



1 ) Professionally ecceptable standards governing the cate, tresimenl. and use of animals. Including appmpnale use ol aneslellc, analgesic, and IraiHiuilizIng drugs, prior to. duiing, and Mkmlng actual resc 
teaching, lesting. surgery, or experirrrentsiion were fosorved try thia research facility. 

2) Each principal invesligator has ixjnsideied allematives to pahdU pncaiAtres. 

3) This fSdIlty is adhering to the siandanls and regulations under ttie Ad. and ft has required that exceptions to me standants and regulations be spedtted and exptained by the prindpat Investigator and ap 
InsUtutlonai Animal Cara and Use Coninlltee (lACUC). A summary of alt such excepUona ts sMachsd to IHs arniml npon. m addlllon to ktentltytng the lACUC^approved exceptions, this surnmary int 
bn'ef explanatfon of the exceptions, as wen as the cpedoc and rtumberof snUnals affected. 

4) The attending velermatian (or this research fadltly has appropriate aulharffy lo ensure the pnMsIcn d adequate veleilnary care and to oversee the adequacy of other aspects of animal cate and use. 


CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL 
( CHef Execuhvs Officer or Legally ResponsBiie hislitulional Official ) 


APHIS form 70Z3 
(AUG 91 ) 




’4T IttAA^UU). «**l 







































USDA ANNUAL REPORT OF RESEARCH FACIUTV FOR 2003-2(M)4 
NOVARTIS PHARMACEUTICALS CORPORATION 
USDA Registration No. 22-R-4)009 


Summary of the NACUC approved exceptions to the Standards and Regulations: 
Canine Bercise Exemptions 


Pratocd Title Soecies 

Number 

Days Without 
Exerdse 

Reason 

Absorption, Dog 

Metabolism, and 

Excretion After A 

Single Oral or 

IV Dose in tire Dog 

6 

9 

Quantitative collection 
of excreta, containment 
of radioactivity 

Telemetry Device Dog 

Implantation and Holding 

Monkeys intended for 

Use on Safety PharmaxTlogy 
Studies 

1 

10 

Treatrr^nt of Interdigitai 
pyoddma 

Telemetry Device Dog 

Implantation and Holding 

Monkeys intended for 

Use on Safety Pharmatxrtogy 
Studies 

1 

22 

Treatment for Lameness 


2 



OmONALCOLtJ 
Study Number 


PLANATION FORM 



1. Registr^on Number: 22-R-(K)09 

2. Number of amm^ used in this study: 32 . Number of animals classified as category “P - 3 . 

3. Species (common name ) D og of animals used in this study. 

4. Explain the procedure producing pain and/(M' distress. 

These dogs were dosed with a phanmaceuficai compound. 

Three animals on this study experienced clinical conditions that required unscheduled 
euthanasia These three animals had clinical issues that required them to be sacrificed eaty. 
The problems included a recurring salivary cyst a fracture injury of the pelvis and a severe 
dermatitis. 

5. Provide scierrtific justificsfiion why pain and/or distress could not be relieved, State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below} 

As soon as there were signs indicating that an animal was experiencing pain or distress, it 
was euthanized. 

6. What it any, federal regulations require this procedure? Cite the agency, toe Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a){d). This reference indicates toat there are 
guidelines available from toe FDA toat descrite ways in which these requirements may be 
met. More specific guidelines may be found In the folloviring: 

1 ) M3 Nonclinic^ safety studies tor the conduct of human clinical trials tor pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 


OFnONAL COLUMP^gCPLANATOJ^ORM 
Study Number; 


1. Registration Number 22-R-0009 

2. Number of animsrfs used in this study: 24 . Number of animals classified as category “E" - 1 . 

3. Species (common name) ^Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

One animal on this study ^perienced compound related effects resulting in diarrhea of greater 
than 5 days duration. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The overall clinic^ condition noted was not deemed so severe that tire animal could not 
continue on study. R^ieving the cause of the diarrhea would have defeated the purpose of the 
study. 


6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specilic section number (e g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines available from the FDA that describe ways in which these requirements may be 
met More specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for tire conduct of human cb'niCcd trials for pharmaceuticals 
published in the Federal Register on November 25, 1 997 (62 FR 62922) 


OPTIONAL COLUMN E EXPLANATION FORM 


Study Number: 


1. Registration Number 22-R-0009 

2. Number of animals used in this study; 4 . Number of animals classified as category “E” - 2 . 

3. Species {common nane ) D og of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharm^eutic^ compound. 

Two animals on this study experienced cort^und related effects of being found in a moribund 
state and were therefore euthanized unscheduled- 

5. Provide scientific justification why pan and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

/\s soon as there were signs indicating that an animal was experiencing pain or distress, it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) titie number and the specific section number {e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines available from the FDA that describe ways in which tttese requirements may be 
met More specific guidelines may be found in the following: 

1 ) M3 Nonclinical safety studies for the conduct of human clinicai trials for pharmaceuticals 
published in the Federsd Register on November 25, 1997 (62 FR 62922} 



OPTIONAL COLUMN E EXPLANATION FORM 


Study Number; 


(b)(4) 


1. Registration Number 22-R-0009 

2. Number of animats used in this study: 24 . Number of animitis classified as category "E" - 2 . 

3. Species (common naine ) P o o of animals used in this study. 

4. Explain the procedure producing pan and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

Two anim^ on this study experienced compound related effects resulting in decreased 
locomotor activity, recumbency and labned breathing that lead to a moribund state. 

5. Provide scientific justification why pain and/or distress {X}uld not be relieved. State methods or 
means used to determine that pain and/or disfress relief would interfere with test results. (For 
Federally mand^ed testing, see question 6 below) 

These two animals were humanely euthanized as soon as the clinical signs noted above were 
observed. 

6. What, if any, federal regulations reqidre this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and tee specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates teat there are 
guidelines available from the FDA teat descrite ways in which these requirements may be 
met More specific guidelines may be found in tee foliowing; 

1 ) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Feder^ Register on November 25, 1 997 (62 FR 62922) 


OPTIONAL COLUMN, 
Study Numbenj 


LANATION FORM 



1. Registration Number. 22-R-0009 

2. Number of animals used in this study: 10 . Number of animus classified as category 'E” - 2 . 

3. Species (common name ) D o g of animals used in this study. 

4. Explain the procedure producmg pain and/or distress. 

These dogs were dosed witti a pharmaceutical compound. 

Two animats on this study experienced compound related elfects of being found in an 
moribund stetes and were therefore euthanized unscheduled. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal w^ experiencing pain or distress, it 
was euthanized. 

6. What if any, foderai regulations require fois procedure? Cite the agency, the Code of Federal 
Regulations (CFR) tifie number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indksates that there are 
guidelines available from file FDA that describe ways in which these requirements may be 
met More specific guidelines may be found in the following: 

1) M3 Nonclinicai safety studies for the conduct of human clinical trials for pharmaceut'cats 
published in the Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL COLUj 

Study Numben 


MP^|XPLANATON] 

>enmyiimiiiiiiiiiiii 


FORM 


1. Registration Numben 22-R-0009 

2. Number of animals used in this study: 32 . Number of animtris classified as category *£’’•12. 

3. Species (common name) ^Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical confound. 

Twelve animus on this study experienced compound related effect of being found in a 
moribund state and were Iher^re eutiianized unscheduled. 

5. Provide scientific justification why pan and/or distress could not be relieved. State mefoods or 
means used to determine that pain and/or disfress relief would interfore wifo test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal was experierx;ing pain or distress, it 
was euthanized. 

6. What if any. federal regulations require this procedure? Cite the agency, the Cfode of Federal 
Regulations (CFR) titie number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8), This ref^ence indicates that there are 
guidelines available tiom the FDA that describe ways in which these requirements may be 
met More specific guidelines may be found in the blowing: 

1 ) M3 Nonclinical safety studies for the conduct of human clinicaJ trials for pharmaceuticais 
published In the Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL COL' 

Study Numben 


UMJjymP^NATTO^ORM 
iben 


1. Registrsrtion Number 22-R-(K)09 

2. Number of animals used in this study: 31 . Number of animals classified as category "E* - 1 . 

3. Species (common name ) P oo of animals used in this study. 

4. Bcpian the procedure producing pan and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

One animal on this study experienced compound related effects of severe labored breathing 
and lethagy and was therefore euthanisd unscheduled. 

5 . Provide scientiilc justiiicafion why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see questton 6 below} 

/Vs soon as there were signs indicating that an ^imai was experiencing pain or distress, it 
was euthanized. 

6. What if any, federal regulations require tois procedure? Cite the s^ncy, the Code of Fedte'al 
Regulations (CFR) tifle number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23{a)(8}. This reference indicafes that there are 
guidelines avtelabie from the FDA that describe ways in which these requirements may be 
met More specific guidelines may be found in the following: 

1 } M3 Nonclintcal safety studies for the conduct of human dinicsd trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL COLUM N EXPLANATION F ORM 
Study Number: 


1. Registrafion Number: 22-R'0009 

2. Number of aiimals used in this study; 24 .Number of animals classified as categ(xy'‘E’-1 . 

3. Species (common name) P oo of animals used in ftis study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

One animal on this study experienced compound related efliects resulting in diarrhea for more 
dran 5 consecutive days while on study. 

5. Provide scientific justitication why pain and/or distr^s could not be relieved. State metirods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The overail clinical condition observed was not deemed so severe that the animal could not 
continue on study. Relieving the cause of the diarrhea would have defeated the piffpose of the 
study. 

6. What if any, federal regulations require tills procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines available from the FOA tiisti describe ways in which these requirement may be 
met More specific guid^nes may be found in the following; 

1) M3 Nonclirticai safety studies fer the conduct of human clinical teals for pharmaceuticals 
published in the Fecteral Register on htovember 25, 1997 (62 FR 62922) 



OPTIONAL COL 

Study Number 


UMMgC^NATIONFORM 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 24 . Number of animals classified as category "E” - 2 . 

3. Species (common name) ^Dog of aramals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed widi a phsamaceutlcai compound. 

Two animals on this study ergrerienced compound related eftecte resulting in diarrhea for more 
than 5 consecutive days while on study. 

5. Provide scientific justification why pain and/or distress could not be refieved. State methods or 
means used to detennine that pain and/or distress relief would Interfere with test results. (For 
Federally mandated testing, see question 6 below} 

The overall clinical condition observed was not deemed so sev^e that the animal could not 
continue on study. Relieving the cause of the diarrhea would have defeated the purpose of the 
study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., /d^HiS, 9 CFR 
113.102): 

The general reference is 21 CFR 31 Z23(a)(8). This reference indicates that there are 
guidelines available firom the FDA that descrite ways in which these requirements may be 
met More specific guidelines may be found in the foliowng: 

1) M3 Nonclinicai satety studies tor tee conduct of human clinical trids for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL rOLIJM N E EXPLANATION F ORM 
Study Numbers 


1. Registration Number; 22-R-0009 

2. Number of animals used in tiiis study: 44 .Number of animals dassilied as category "E’-l . 

3. Species (common name)__Dog of animals used in this study. 

4. Expidn the procedure producing pain and/or distress. 

These dogs were dosed wth a pharmaceutical compound. 

One animal on this study experienced compound related effects resulting in diarrhea of greater 
than 5 days duration. 

5. Provide scientific justification why pain and/br distress could not be relieved. State methods or 
means used to deterrrune that pain and/or distress relief would interlere witi) test results. (For 
Federally mandated testing, see question 6 below) 

The overall ctinicai condition noted was not deemed so severe that the animal could not 
continue on study. Reiiewng the cause of the diarrhea would have defeated the purpose of the 
study. 


6. What if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e,g., APHIS, 9 CFR 
113.102); 

The general reference Is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines available from the FDA that describe ways in which these requirements may be 
met More ^ecific guidelines may be feund in the following; 

1 } M3 Nonclinic^ safety studies for the conduct of human clinical frtals for pharmaceutic£ds 
published in the Feder^ Register on November 25, 1997 (62 FR 62922} 


OPTIONAL COLUMN E EXPLANATION FORM 


Study Numben 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 15 .Number of animals classified as category ‘E”- 15 . 

3. Species (cormwn name), ^RabbH of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were d(»ed with a pharmaceutical compound. 

Nine rabbits animals on this study experienced compound related effects and w^e euthanized. 
Sb( animals were found dead while on study. 

5. Provide scientific justification why pain and/or disiress could not be relieved. State methods or 
means used to determine that pain and/or distils relief would intertere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal was experiencing pan or distress, it 
was euthanized. 

6. What if any, federal regulations require titis procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8]. This reference indicates that there are 
guidelines available from tee FDA teed describe ways in which these requirements may be 
met More specific guidelines may be found in tee following: 

1} M3 Nonclinical safety studies for the conduct of human clinicai trials for pharmaceuticals 
published in tee Federal Register on Nov^ber 25, 1997 (62 FR 62922) 


OPTIONAL COLUMNJyyjEj^NATIONFOR^ 
Study Number:|^Hmmi||||||| 


1. Registration Number 22-R-0009 

2. Number of animals used in this stiidy; 30 .Number of animals classified as category ‘£’-4 . 

3. Species (common nani«) ^Rabbit; of animals used in this study. 

4. Explain the procedure producing p^ and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

Three animals on this study experienced compound related effects and were euthanized. One 
other rabbit was found dead while on stiidy. 

5. Provide scientific justification why pain and/or distress could not be relieved. State mettrods or 
means used to determine that pain and/or disti'ess relief would interfere with test results. (For 
Federally mandated testing, see question 6 below} 

As soon as there w^e signs indicating that an animal was ^petlenclng pan or distress, it 
was euthanized. 

6. What, if any. federal regulations require this procedure? Cite the agency, the (>xle of Fedemi 
Regulations (CFR) title number and the spedfic section number (e.g., APHIS, 9 CFR 
113.102); 

The general reference is 21 CFR 31223(a)(8). This reference indicates that there are 
guidelines available from tiie FDA that descrite ways in which these requirements may be 
met More specific guidelines may be found in the followng: 

1) M3 Nondinicai safety studies for the conduct of human dinic«ti trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922} 


OPTIONAL rmiTVri V F FXT»T.ANATfnN F ORM 
Study Numbenn 



1. Regisfrafion Number 22-R-0009 

2. Number of animals used in this study: 1 00 . Number of anim^ classified as category "E' > 5 . 

3. Species (common name ) R abbit of animals used In this study. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical ompound. 

Three animals on this study experienced compound retated effects and were euthanized. One 
of these three was found to be moribund and the other two had abortions. Two additional 
animals were found dead while on study. 

5. Provide scientific justification why pain and/or distress could tKrt be relieved. Sfote methods or 
means used to determine that pain and/or distress relief would interfere with test resulte. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal was experiencing pan or distress, it 
was eufoanized. 

6. What if any, federad regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific sajtion number (e.g., APHIS, 9 CFR 
113.102): 

The general refa'ence is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines araiiabie from the FDA that describe ways in which these requirements may be 
met More specific guidelines may be found in the follomng; 

1 ) M3 Nonclinical safety studies for tee conduct of human clink:sd trills for pharmaceuticals 
published in tee Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL r-m int/iTtf g irvm AWAnTTfiw 
Study Numben j 



1. Registration Number; 22-R-0009 

2. Number of animals used in this study: 30 . Number of animals classified as category “P - 6 . 

3. Species {common name ) R abbit of animals used In this study. 

4. Explain the procedure producing pan and/or distress. 

These rabbits were dosed wite a pharmaceuficai compound. 

Three rabbits on this study experienced compound related effects and were eudianized after 
they were found to have had abortions. The other teree were euthanized after they were teund 
to have had premature deliveries. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that payn and/or distress relief would interfere wite test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal was experiencing pain or distress, it 
was euthanized. 

6. What if any, federal regulations require this procedure? Cite tee agency, tee Code of Federal 
Regulations (CFR) title number and tee specific section number (e.g., APHIS, 9 CFR 
113.102); 

The general refe-ence is 21 CFR 312.23(a)(8). This reference indicates teat there are 
guidelines available from tee FDA teat descnbe ways in which these requirements may be 
met More specific guidelines may be found in tee following; 

1) M3 Nonclinical safety studies for the conduct of human clinicai trials for pharmaceuticals 
published in tee Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL OQTTT MN E EXPT.ANATIO N FORM 
Study Numberf 


1. Registration Number 22-R-0009 

2. Number of animais used in this study: 30 . Number of animals classified as category "E” - 5 . 

3. Species (common name) Rabbit of animals used In this study. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed wid) a pharmaceutic^ compound. 

One rabbit on this study ^perienced compound related effects resulting in the animal being 
found in a moribund stste. This animal was euthanized. Four rabbits were found dead while 
on study. 

5. Provide scientific justification why pain and/or distress could not be r^ieved. State melhods or 
means used to detemnine that pain and/or distress relief would interfere vinth test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal was experiencing pan or distress, it 
was euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) tifle number and tee specific section number (e.g., APHIS, 9 CFR 
113.102); 

The general referenre is 21 CFR 312.23(a)(8). This reference indicates teat there are 
guidelines avalable from the FDA that d^rite ways in which these requirements may be 
met More specific guidelines may be found in tee following; 

1) M3 Nonclinic^ safety studies for tee conduct of human clinical friats for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL rm-TTMlSr B T^PT AtSfATTON ffnWM 
Study Numberir 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 22 . Number of animals classified as category ”E” - 1 8 . 

3. Species {common name ) R abbit of animals used in this study. 

4. Explain the procedure producing pain and/or disbess. 

These rabbits were dosed with a pharmaceuficad compound. 

Four rabbits on this study experienced compound related effiects and were euthanized. 
Fourteen rabbits were tbund de^ while on study. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal was experiencing pain or distress, it 
was euthanized. 

6. What if any, federeri regidations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and fee specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates feat there are 
guidelines available from fee FDA that describe ways in which these requirements may be 
met More specifk: guidefines may be found in the blowing: 

1 } M3 Nonclinical safety studies for the conduct of human dinicad trials for pharmaceuticals 
published in fee Federal Register on November 25, 1997 (62 FR 62922} 


OPTIONAL COLUMRjygLWANATI^FORM 
Study Number QJg|[m[|||||miH||| 


1. Registration Number: 22-R-0009 

2. Numberofanimals used in tfiis study: 100 . Numberofanimals classified ascategory‘'E’’- 14 . 

3. Species (common name) .Rabbit of animals used in this study. 

4. Explain die procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceuticai Compound- 

Fourteen rabbits on this study experienced compound related effecte and were euthanized. 

5. Provide scientific justification why pain and/cM' distress could not be relieved. State methods or 
means used to determine that pain and/or distress rel^ vimuld interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal was experiencing pain or disbess, it 
was euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 31 2.23(a)(8). This reference Indicates that there are 
guidelines avaiiabte firomthe FDA that descrite ways in which these requirements may be 
met More specific guidelines may be found in the following; 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL COL 

Study Number 




FORM 


1. Registration Number 22-R-0009 

2. Number of animals used in this study: 14 . Number of animals classified as category ‘P - 1 . 

3. Species (corrjmon name ) M armose t of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These marmosets were dosed with a pharmaceutical compound. 

One animal on this study expensed compound related effects that included diarrhea fer five 
days duration. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to detenrune that pain and/or distress relfef would interfere with test results. (Pot 
F ederally mandated testing, see question 6 below) 

The overall clinical condition noted was not deemed so severe that the animal could not 
continue on study. Relieving the cause of the diarrhea would have defeated the purpose of tire 
study. 

6. What, if any, feder^ regulations require this procedure? Cite the agency, the Code of Feder^ 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines avalable from the FDA that descnbe ways in which these requirements may be 
met More specific guidelines may be found in the blowing: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for phaimaceuticjte 
published in the Federetf Register on November 25, 1997 (62 FR 62922) 


OPTIONAL COLUMN 
Study Number: 


TJBLWW A 


NATION FORM 



1. Registration Number 22-R-0009 

2. Number of animals used in this study; 8 . Number of animals classified as category “E” - 1 . 

3. Species (common name) Marmose t of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These marmosets were dosed with a pharmaceutical compound. 

One animd on this study experienced compound related effects that resulted in this animal 
being found in a moribund state. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to d^rmine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below} 

This animcri was immediately scheduled for humane euthanasia and necropsy but it died in 
transit 

6. What if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regiriations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general refo'ence is 21 CFR 312.23(a)(8}. This reference indicates that there are 
guidelines available from the FDA that d^rite ways in which these requirements may be 
met More specific guidelines may be found in tire f^lowing; 

1) M3 Nonclinical safety studies fbr the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 


OmONAL rnT.T! MKy. EXPT.AMATTQN F ORM 
Study Numbers 


1. Registration Number 22-R'0009 

2. Number of animals used in this study; 24 . Number of animals classified as category “E' - 2 . 

3. Species (common name) Marmoset of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These marmosets were dosed with a pharmaceutical compound. 

Two of the animals on this study experienced compound related effects. One animal had 
diarrhea for greater dian 5 days duration and the other was sacrificed unscheduled because of 
multiple clinical signs such as weightless, decre^ed locomotor activity, emesis and anorexia. 

5. Provide scientific justification why pain and/or distress could not be r^ieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The overall ciinicjd conditions observed in one of the two animals on this study was not 
deemed so severe that die animal could not continue on the study. Relieving the cause of the 
diarrhea would have defeated the purpose of the study. As soon as there were signs 
indicating that the other anim^ was exp^encing pain and distress, it was humanely 
euthanized. 

6. What if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the ^ecific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates tiiat there are 
guidelines available from the FOA that describe ways in which these requirements may be 
met More specific guidelines may be found in the feilowing: 

1 ) M3 Nonclinical safety studies tor toe conduct of human clinicari trials for pharmaceuticals 
published in the Federarf Register on November 25, 1997 (62 FR 62922) 


OPnONAL COLUM N E EXPLANA TION FORM 
Study NumberJ] 


1. Registration Number. 22-R-0009 

2. Number of animats used in this study: 72 . Number of animals classified as category “E” - 8 . 

3. Species (common name) Mannoset of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These marmosets were dosed with a pharmaceutical compound. 

Seven of the arrimals on diis study experienced compound related effects such as 
hypotirermic, lethargy, anorexia and diarhea that resulted in this animal being euthanized. 
One other animal on this study was found dead. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

Except for the one animal that was found dead, these animals were immediately scheduled for 
humane euthanasia and necropsy as soon as signs of pain/distress were observed. 

6. What if any, federal regulations require this procedure? Cite foe agency, the Code of Federal 
Regulations (CFR) title number and foe specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(d)(8). This reference indicates that there are 
guidelines available firom foe FDA that describe ways in which these requirements may be 
met More specific guidelines may be found in foe foHowng; 

1 ) M3 Nonciinical safety studies for foe conduct of human dinicai trials for pharmaceuticals 
published in foe Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL rni.Tnw N ff fxplanatiqn f orm 
S tudy Number;! 


1. Registration Number 22-R-0009 

2. Number of animals used in this study: 40 , Number of animals classified as category “E” - 6 . 

3. Species (common name) ^Marmoset of animals used in this study. 

4. Explain the procedure producing pan and/or distress. 

These marmosets were dosed with a pharmaceutical compound. 

Six of the animals on this study experienced compound related effects such as diarrhea for 
greater than 5 days duralfon. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods ex' 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The overall clinicEd conditions observed was not deemed so severe that the animal could not 
continue on the study. Relieving tiie cause of the diarrhea would have defeated the purpose of 
toe study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines available from toe FDA that describe ways in which toese requirements may be 
met More specific guidelines may be found In toe following: 

1) M3 Nonclinical safety studies for toe conduct of human dinica/ trials for pharmaceuticals 
published in toe Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL COLUMN E EXPLANATION FORM 


Study Number: 


(b)(4) 


1. Registrafiori Number 22-R-0009 

2. Number of animals used in this study; 12 . Number of animals classified as category ‘F- 2 . 

3. Spedes (common name ) C ynomolqus monkey of animals used in this study. 

4. Explain flie procedure producing pain and/or dtstiess. 

These monkeys were dosed wite a pharmaceutical compound. 

Two animals on this study experienced compound related eftecte tiiat resulted in these animals 
being found in a mon’bund states theretere they were euthanized unscheduled. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below} 

As soon as there were signs indicated that an animals was experiencing pan or distiess, it 
was euthanized. 

6. What, if any, federsti regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guid^ines available frcxn the FDA that describe ways in which these requirements may be 
met More specific guidelines may be found in the following: 

1) M3 Nonciinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL «■ irvPT A T«A>rT/^Ttfi?r^in» 

Study NumbenF 



1. Registration Number: 22-R*0009 

2. Number of animus used in this study: 32 . Number of animals classified as category “E” - 7 . 

3. Species (common name ) C ynomolgus monke y of animals used in this study. 

4. Explain the procedure producing pain and/br distress. 

These monkeys were dosed with a pharmaceufical compound. 

Seven animals on this study experienced compound related effecte such as emesis, 
decreased locomotor activity, ataxia, hunched posture and piloerection leading to a moribund 
states and were therefore euthanized unscheduled. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal was experiencing pain or distress, it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines available from the FDA that describe ways in which these requirements may be 
met More specific guidelines may be found in the foUowing: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL COLUM 
Study Numben 



ORM 


1. Registration Number: 22-R-0009 

2. Number ofanimals used in this study. 32 .Number of animals classified as category “E”- 5 

3. Species (cormion name) ^Cynomolgus Monkey of animals used in Ws study. 

4. Explain the procedure producing pain and/or distress. 

These monkeys were dosed widi a ph^maceuiKal compound. 

Five animals on this study experienced compound related effects resulting in diarrhea for more 
than five consecutive days in duration. 

5. Prowde scientific jusfificafion why peon and/(»^ distress {X}uld not be relieved. State methods or 
means used to detennne that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The overall clinical condfiion observed was not deemed so severe that the animals could not 
continue on study. Relieving the cause of the diarrhea would have defeated the purpose of 
the study. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines available fiom the FDA that descrite ways in which these requirements may be 
met. More specific guidelines may be found in the fbliowjng; 

1 } M3 Nonclinical safely studies for the conduct of human ciinicsri trials for pharmaceuticals 
published in tee Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL COLU MN E EXPLANATION FO RM 
Study Number:! 


1. Registration Number 22-R-0009 

2. Numberofanimals used in this study 10 .Number of animals classified as category "E”- 3 . 

3. Species (common name) Cynomolgus Monke y of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

Three animals on this shJdy experienced compound related effects that resulted in poor food 
consumption and severe body weight loss therefore these animals were euthanized 
unscheduled. 

5. Provide scientific justificafion why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress reiief would interfere with test results. (For 
Federally mandated testing, see question 6 b^ow) 

As soon as there were signs indicating that an animal was experiencing pan or distress, it 
was euthanized. 

6. What if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 
113.102); 

The general reference Is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines avaiable from the FDA that descrite ways in which these requirements may be 
met More specific guidelines may be found in the tbiiowing; 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on ftovember 25, 1997 (62 FR 62922) 
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I REPOBT OF ANIMALS USED BY OR UNDER COt'fmCX OF RESBWCHFAqiny if Alt»eh»ddHliiiWlth«rt» If B»e«M«nt8tUM APHIS fenn70a3A > j 


A. 

Anknals Covtrtd 

By Tlw AMnut 
W«H«fi R» 9 U)«)lom 

Be Nurnbar of animal 
being bred, 
contfitlcned, or 
heMforussfn 
teaming, testing, 
espartmenis, 
mseerch. or 
surgery bM not yc 
used for such 
purposes. 

Ic. NuffBerof 

anlmeUupori 

isihlcMeaohbip, 

meardi. 
•imeilments, or 
tests were 
eertifuded . 
hvoMngnopiin, 
dhfrass.Ofweg 
' peliHeliewinB 

drugs. 

D. Number dwiiintouiien 
Kbieb«dn(|iMnii, 
naOiliiB.ntMndv 
tuigdry.crMiiwen 
conducMilInmMnp 
aoconpantIngBelnor 
disUM* to the wiifnu. m 

InrabidhappiapiliM 

BIIMhMlA>lwlgeUe,er 
bsmdUHilnB dnig. were 
used. 

E. MyribrofaNiMNyponwMcttieadtiAOt expariincnu, 
nseereh. surgery or mts mert eor>duc («4 tnvetvirtg 
aopooysnying ^ or distress toiheanimls and forsh 
the use of eppraprMesrissIhtUc, enslgeslc, or IrsnquMi 
drugs vdotdd have a^wMy efcoted IM pnieeduras. res 
or iNeiprataton sf die teeming, rssatndi. sipettrrwnu. 
sufgery, or tstfa, ( An sMoPsdon Bf the prseodumi 

pdn or (Hstrua In dtasa ertirmts sod the ress< 

' such drugs wsra not mm be adamed to this report 

f. 

TOTAL NUMBCR 

OF ANIMALS 

( COLUMNS 
C+D+E) 

•«- Doas 

44 

135 

132 

4 

271 

S. Cats 

0 

0 

25 

0 

25 

6 a Guinea Figs 

. 0 

4741 

968 

0 

5709 

7 . Hamsters 

0 

0 

186 

0 

186 

6 . Rabbfts 

2 

314 

83 

■ 7 1 

404 

9 . Non-humar) primates 

142 

364 

407 

8 

779 

10 . Sheep 

0 

0 

0 

0 

0 

TI.PIbs 

0 

0 

6 . 

0 

. 6 

12 . Othflf Farm Animals 

0 

0 ■ 

0 1 

0 

0 

i 







13 . outer AflimBit 




i 


1 GerbUs 

0 

168 

2320 

0 

2488 
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^ ASSUWANCe OTATBialTC 


1) P^or•»^)fwlV»o<»pl•bl••Um^an^l9w»m^nolh^I»».>»«lI<*t^»^()u^•o»■n(^■h^lnd(l^ln»^pplnplf^l•ll^•o<«|^«^«l^•n•l8«^^»rt»w^»»*^ 
l>acWft 9 . teattng. wirgery. or ac p tHmert a Hon Wtow d ty Ws f M nfrf r twllty. 

2) Eachprtnc^linMs89attrhMCDnsWerKl«(i«maiveatPpilnMprocadures^ 

3) Tfihlaca(tyl>K9nringttt««un]«nh»di«}i<a(miaia«rM/KkiMHtainquira4IM)io<^i8gtslata<lindMli«iidngula|ion>t>(p<c9M«dn«uli»tfby«w9i^^ 

llitlllii(ta>tArirWCw»ndUMCoim(lle«(IACUC).At»n«i»«<ill«iieh«e»|pllM»h«Kli^ioll*»*wli»»o«lh««Worii<>idrtiViiB*w«OX><pp»v»» 

DM aaplanaCan g( Iha Moaptm, *> ml tw Olfda nAbar glantonl* a*KM. 

Theall«nd»\g»tlwtn»il«nfcrinl»rBMf[iifcai>yhM»ffwy<«l««ullwi«ylo«M«r»llwptwMwQl«daqailiWlwliiiiiYCii»«Mwowaw««id«(|M^ 

csmFi»TiaN ev H6AixxiAraB« KesEAncHFAOLrrvon^Ks^ 

( CM Dacullw oncer or Lagtf/ (tesporalliit (ntOIullanil oncW ] 


jOATE®G»«t) 


{AUi»9n 
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NOV % 4 20D^ 


Registration Number; 22-R-0036 


November 19, 2004 


Elizabeth Goldenlysr, OVM 

UNITED STATES DEPARTMENT OF AGRICULTURE 
Animal and Plan Health Irwpection Service 
Regulatory Enforcement and Animal Care 
Eastern Region Office 
920 Main Carr^ius Drive 
Suite 200 

Raleigh. NC 276Q6 


Dear Or. Goldentyer; 

Listed below are comments to accompany the annual report of research facilities for site 
number 1. 

A. Summary of exceptions to the regulations and standards: 

The environmental enrichment program has exceptions for social housing lor nonhuman 
primates. Twenty-one rhesus monkeys are housed separately due to speciat study 
requirements for controlling and monitoring food consumption as part of the research 
projects. Thirteen cynomolgus monkeys were housed separately for brief periods (1-5 days] 
while participating in telemetric monitoring, studies and six cynomolgus monkeys were 
housed separately for 14 days for individual codeotipn of excreta in a radioisotope labeled 
compound metabolism study. All the animals are Included In ail the other aspects of the 
environmental enrichment program. The protocols with an exemption are approved by the 
lACUC and reviewed during the semi-annual program review. 

One exception to the canine exercise program is to be reported. It involved the use of 
special canine metabolism cages for radioisotope iafJ^ed drug metabolism studies to safely 
and accurately collect excreta. The canine metabolism cages provide greater than 100% 
require floor space, but less than 2CX)% of required space for exercise. The period of time In 
the cages vary with the test compound and study. This study lasted for 37 days. Posrtiva 
human Interaction is greatly increased during this period. Five Canines were Involved with 
these studies. The protocol wlttt the exemption Is approved by fhe lACLfC and reviewed 
during the semi-annual progr^ review. 

B. General Column "E" Justification Statement: . 

Six cynomolgus monkeys developed unexpected acute complications during a study. The 
animals were closely monitored by the research arrd veterinary staff during the study. When 
significant complications developed, the animals were human^ euthanized without delay. 
Due to their illness, they are retrospectively being reported in column E. 


Registration number 22-n-0036 


Listed below are comments to accompany the annual report of research facilities for site 
number 2. 


A. Summary of exceptions to the regulations and standards; 

There were some exceptions to the pair housing requirement of our lACUC approved program for 
the psychological well-^ing of non-human primates. Most exemptions were for approximateiy 
two weeks In duration. Three hundred forty-four non-human primates were single-housed for two 
out of the five week quarantine period for the purposes of acclimation and health assessment; 
nineteen for various perils of time white suitable cage mates were tried; and ten because they 
lacked suitable cage mates. 


B. General Columrj "E" Justification Stafemenf: 

Listed below are the animals that retrospectively or prospectively experienced or may have 
experienced pain or distress while on study. 


One non-human primate became 1)1 on study and was given symptomatic treatment. The animal 
was euthanized due to a lack of response to the treatment and weight jpss. One primate on 
study developed a toe Inluiy unrelated to the study and Injury was treated by the veterinary staff. 
The Injury did impair some of the non-human primate's mobHily but remained on study. All 
studies are approved by the lACUC and conducted In accordance with the FDA requirements 
[FDA 21 CFR 31 2.23 (a) (8), 21CFH 58, 82 FR62922 and 59 FR 48746]. 

One canine had a very acute and unexpected death while on study. Three canines experienced 
some short seizures while on study. On of the studies objectives was to monitor for seizures and 
treatment would have Interfered with compounds safety evaluation. The animals were dosely 
monitored by the veterinary and research staff. All studies are approved by the lACUC and 
conducted In accordance with the FDA requirements jFDA 21 CFR 312.23 (a) (8), 21CFR 58. 62 
FR62922 and 59 FR 48746]. 


Six rabbits developed unexpected terminal rhedical complications while participating in a study. 
Of the six rabbits, 4 died suddenly and 2 were humadSiy euthanized. One other rabbit 
experienced abnormal posture and tremors but was well enough to complete the study. All 
studies are approved by the lACUC arid conducted In accordance with the FDA requirements 
[FDA 21 CFR 312.23 (a) (8), 21 CFR 58, 62 FR62922 and 59 FR 48746]. 


■*r 



Registration Number: 22-R-O036 

ID:181 

Site.l 

Scheiing Corporation 
Schering-Plough Research Institute 
2000 Galloping Hill Road 
Kenilworth, NJ 07033 
(908) 298-4000 

Site 2 

Schering Corporation 
Schering-Plough Research Institute 
P.O. Box 32 Route 94 
Lafayette, NJ 07848 
(973) 940-4100 


This nm Ik Tsiiglteil by law (7 USC 2143). Fyllure Is repon sccofilinB lb the raguhQant can 
rbsun In aivsnicr Is cetM enb bcslsl amt to by aublKf to pmslltn u pnivlilaf br bi Sasiipn 21 Gg, 


VNITSO STATES PEPARTMENT OF AGRICULTURE 
ANIMAL AND PLANT HEALTR INSPECTION SERVICE 


ANNUAL REPORT OF RESEARCH FACILITY 
ANUL REPRLPOTNF 


I. registration no, 
az-rwii 


Seeravoibbldita' 
aSdlbonol bilHtnatlan. 


ON NO. CUSTOMER NO, 
1573 


■ 19'' . 

. Inlaiaearwy RapoN ConlW Np 
DiaoAPOA^R 


FORM APPROVED 
OMBNO,057Mig3t 


a 


lW^^^|eSEARCN FACIUTYTANnwwxIAPgnui, fs mimmifwlb^^PA, 

WAMQND ANIMAL HEALTH INC ■ 

2638 SEASRD STREET 
OES MOINES, IA6Q3Z7 


7. reporting facility (List All Ipcailoiis Nlwre animals urns bsuaeP or uses In adual rbseatcti, Ipsllng, laacWns, pi mpeSmanlaOen, or hMS for these puipeees. Attach sssblonsl 
• Bhaeltin' ' 



FACILITY LOCATBNSfsIlIss; 


diamond animal health 

PES MOINES, lA 60327 


DIAMOND ANIMAL HEALTH 
CAF«„|SLE, lA 60047 ■ 


COPY FOR YOUR 




R£PDRT OP ANIMAIS USED SY OR UNDER CONTROL OF RESEARCH FAC^ErTT iTnfOMCMy or un APfHS FORM TCSSA ) 


C. Number Of 
pnkTwIfrupon 

laeeMnBi 
reaeareft, 
expertmerita, or 
’ tests vnm 
eoftdu^ 
invoivinflm) 

' pain, dstresfi, Or 
useofpebv' 
reB«^a(MU0e. 


De Number Of 
which 

taKhtnfi, reMBR^. 
Mroery. ortaAtBwem 
Gsnbutted Inwivta 
•oompanylnopeinbr 
dMrustothe'enineM 
end terwhich epproprtate 
nMlheiie, anaiyeNCs^r 
tnBnqulIb^BdiV0SW»r« 
"wed, 


B. Number of ofttmaiB upon wMtBBMnD. 
expertriKmtt, reseeitdi, surgery or tests were 
eonducM tnvDKfngiwoompMiymg 
' to the enlmMs arid fbrwfilebtMi use ofi^proprtete 
ensstheltoiaoelpeMt or trswiullimQ drupe would 
have advaraety atlectadihe procadufas, msuhs. or 
Interpreiatioo Pf the iMchfns, mseercn, 
eimehmanis, surpety, or tests. (An aocpispeMon of 
thoproc»OumprodiainBpohor0/si/wAt(tmu 
aeSneN end me roaearts svGh dmps were not used 
muft^ attaohoOio^f^jptt} 


TOTAL NO. 
.OF ANIMALS 




ASSURANCE STATEMENTS 


1) ProfesGioriBlY scceptabte standards BOvemhiB the cam, treetmenL end use of eiDmatSsindutfinoBppreprtale use of anesthetic, arwlpesle, and taanpuKsmpdrups.prtor lo.durtns, 
and iNiowinB ectuai researtb, leacblnB, teeBns. eutgery, or axpeitmentetfOA were folowed by this research iieAiiy. . 

2 }< Ea^ prtndpei fnvestigalor has GohaWerad anemethvs to painful procedures. 

B) feclKty is sdhednp to the stonderds end renulatloru under the Act, and It has required that vrtepttons to the stenderds and /cgulaitonB be tpecMed and explained by (ha 
prtn&ipei invasttgetor ATKl spproMid by the In^uborufAnlmal Cere end Use CormdHea flACL^. A summery pf slll^ axeapUona Is attached to this eDhust reportin 
addNIor^ to Identifying the IACUC*approyed excapltoni, Ills summary tocaudee e brief ex^netion at iht mccepdpni. as Mali as tha species end number of animata elfecded. 

4} The aliandtnfi veiadnartan for this reaaerch facility has apprapdale autherfty to ensure the provfsion or adequate vatertnary carp mi to oyersae toe edequat^' of other 
•BBpecto of animal care and gee. 


CERTIFJCATION by HEAOQUARrei^ f^ESEARCH FACIUTY OFFICIW. 

' jCNief Executive officer or LjesAllyRGspcnsIDIelnGtltutiDnalofFIcM) 

I cenHy thst the above is Uus, canecL apd ooniplele {7 U,S,C. Section 21 43) 

I SIGNATURE OF C.E.O. OR INSTITUTIONAL OFFICIAL ' ' I NAUP Ji rm r prin'y' . | DAT! 



DATE SIGNED 
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aprtlltanBIMtanmtlan,' 


UrtlTED STATES DEPARTMENTOF AGRICULTURE 

animal and plant health inspection servik 


CONTINUATION SHEET FOR ANNUAL REPORT 
OF RESEARCH FACILITY 
' ANUL REPRLPOTNF 


1. RECISTRATION NO. 
4S^J001 


CUSTOMER NO. 
• 1573 


Inlenoanpy Report Conlrel No 
01B0-DOA.AN 


FORM APPROVED 
OMBNO.«STMOa8 


2, HEADOUARTERS research FACIUTTffttantaa»PAOtt»w«rte(ilafatftiiW USOA 
|halurta2|P<CotlR) 

DIAMOND ANIMAL HEALTH INC 
2538 SE-aRD STREET 
DES MOINES, lA 60327 


RSPORT OF ANIMALS USED BT OR UNDER CONTROL OP RESEARCH pACIUTTfAllscAailMtanalalwatar/iapatjaiyiNlinllltalbniU 


Arttanalc Cayared 
By the Animal 
WaHart Ragujaiinit 


E, Numberol 
anknala Pains 
Piad, 

condllianad, or 
Wiltafuseln 
laaSilnSi IBEllnSr 
anptrtmania, 
renandi, or 
awsatyPulnol 
yai uaad tartuNi 
'puipoaat. 


C. NumParsf 
anaiBpsupon 
iMilSi laadilns, 
reaaereh, 
axpartmanto, w 
lataware 
oonductaii 
InvoMnsno 
paMirttalraa.or 
uaanlpalrt- 
reMnsrtrtiga. 


D. NumParolaniiiBtauFon 
wNMi anpertmania,' 
laaMng, rataaich, 
aiagary, orlaataware 
csndiKiHPMMng 
Bctfinpanylnaptlner 
rttaPpapiD-Uiaaniniak ■ 
and lanwlileli appnprtale 
anaBliBllp,anBj(iatlc,pr 
I IrwiwIUns drvsa •*» 


E, NumbarolBnlnulauponwNePlaacHlRB, 
aaptrlriMnu, raaaaRA, auigarysrlaala ware 
EonduMad Involving apcompanylng pain nr dlalreaa 
la Iha anlnMaandraritMel) Pw uaa of appropilala 
anaNheliCi,«Montc, orlrenqidlilno dnigt would 
. rtBvaadvanalyallipladlPapnioartui«a,naulla,sr 
IrdaipraMloncilllietoBpliPiSiraaaBrclL. 
enpartinania, auiBMy, or laala, Mn axpdaaaNm OF 
(Iw pneadurea pnawatag palp ar dUiput *1 Niaaa 
aotaiBtaaddMaraaaoMaaeftdregawarenaliaad 
mutf te aNtePadfci M report) 





ASSURANCE statements . . . . 


T| protaaaN’nally accaplaPia tlanoards governing Uw care, IraalinanL and uaa oT antanla, Inaiudlng apprpprtada s>a ql aneslhailc, anMgailc, and trangcStalng dTuga, prior lo, durtng, 
and iodowlng actual rasearep, taaSilno, laaling, auigary, or BRMrtrnenlailpn wane iPllcwBd by llila reaaaicP tadliiy, 
it Each principal InreallpBlarhBaataiaMaredaliarnailvat 10 palrdulprecedwaa. 

S) ThIstardlllylaadhartnsiatPaslandBtdaandraguiallonaundaripeAcLandllhaBrBtiiilredthalaitcapliPislolPaalandaRlaBndreBulBttornbeapadnadandaapiBinadbyllw - 
principal InveNioatar anil approved by IPe InaOliiPnwl Aniinal Cara and Uaa ComnlUae (lACUC). A aumnaiy OT an Iha mrepllonc la altaahed tothhannualraport.ln 
addMon lo IdanWKlne die lACUCrepprmail ancepllona, Ihta aummaiy Inclirdaa » brtef ar^naHonof Ihe einapllonA aa VWII aa Iha apetiaa and numbar S anitnala aflardad. 

4) Tha allanamg velarlnartan Mr thia reaaarcl) tadtay haa appropriait aiilhoilly lo anaura Iha preyblon or adaquala yatartnaiy cam and lo oaanaa Iha adaquacy or ennar 
aapacta ol animal care and uaa. 
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PARTI - HEADQUARTERS 











1. Raglstration Number; ' 42-R-flOOl /1573 

Species (common name) & Number of animals used In this study: 
Hamsters (2606) , 


^ Explain the procedure producing pain and/or distress. 

To- satisfy Federally mandated testing for Leptospira bac^erins a vaccination-challenge model is used to determine 
potency of the vaccine. Virulent Leptospira oiiganlsms are injected Intraperltoneally into hamst^ to determine the 
potency of the bacterin and LD50 of the Leptospira suspension^ Leptospira causes death in unprotected (unvaccinated) 
hamsters. From the comparison of the protected (vaccinated) live hamsters to the unprotected dead hamsters'; the 
" potency of the bacterin and the LD50 are obtained, 

^ Provide sdentiflc Justification why pain and/or distress could not be felieved. State methods or means used to determine 
that pain and/or disfress relief would interfere with test results. (For Federally mandated testing, see Item 6 below) ’ 

Interventions, such as analgesics and antibiotics, would likely prolong the course of the disease, and may prevent or delay 
death, thus interfering with the test results. Death is'the end^lnt requjramehtforthjs potency tesL' Our firm has been 
working with the CVS regarding early endpoints under 9 CFR 1 17.4-and USDA, APHIS Centerfor Biologies (CVB) Notice 
No. 04'p9. Please see the timellrie. as follows, 12-16-03 We received a letter from Dr, Koch asking us to expiainthe 
hamsters in Category E. 1-9-P.4 i called Dr. Koch to discuss early endpoints. She suggested I contact our CVB reviewer 

assigried to this firm. 1-14-04 1 contaoted our CVB reviewer and she stated in an email, ’.,.the information that I currenfiy _ ■ 

— tiave-ls that eariy erwipoint-hasnot been'authortzedin“OutlIttB^'Prodact!DTi"'1-15Wr’wSlBTo'T3if.‘KocRTri3icafftio CVB's 
position .2-6-04 Or. Koch called ahd said CVB told her they would allow an Outline change, 2-1 7'’04 lemalled our CVB 
reviBwerwith this ’.Information and she checked with her supervisors and said they hadht heard anything differently frorri. 
the January decision. Attached to my email Was a draft protocol, "Data Coliectlon.for Humarie End point Study," for her to 
look at. 3-10-04 1 called Dr, Koch and left vvord for her to return my call to discuss; 3-23-04 Dr. Koch called me ahd said 
she had talked to Dr. Rick Hill (CVB Director). He stated that the CVB was coming out with guidelines about obtaining ' 
approval for early endpoints, 4.5 through 4-7-04 Attended 'Technology and Approaches to Reduce, Refine and Replace 
Animal Testing" sponsored by APHIS in Ames, lA. 4-7 through 4-9 Attended "APHIS Veterinary Biologies Public Meeting'' 
in Ames, This meeting also had information regarding early endpoints. 4-12-04 CVS-revlewer faxed to me CVB’ Notice No. 
0409 "Use of Humane Endpoints in Animal T esting of Biological Products." 4-27-04 Dr. Belliri, our AW inspector, sent the . . 
CVB Notice to me. 7-26-04 1 called our reviewer to discuss the protocol, notice, and what bur firm's statistician's thoughts 
were ph numbers of hamsters needed to generate data. 7-28-04. Our reviewer emailed regarding data we. needed to - 
submit to support anOiidine change. 8^27-04 1 sent our reviewer another draft of a protocol .with, data capture forms. She 
replied that the "...list looked good for collecting data.* 9-2-04 Final version of protocbi.reviewed and signed. Sept. *04 
conducted pilot study. Concl.uded needed better method of identHylng irfdlyidua! hamsters. 10-13-04.Meeting.witfi Animal 
Care staffto discuss next study, Wing . hamst^s,. and revising forms. 10^26^04 Started a second pilot study. When we . 
haveaccumUlated sufficient data It will be submitted to CVB. We will ask for'an 'Outline Charrge based on' the data and the 
9 CFR 1 1 7.4. CVB will review the data and hopefully allow the Outline change so that we can euthanize the hamsters 
"...exhibiting clinical signs consistent with the expected disease pathogenesis..." per CVB Notice no. 04-09. 1 would be 

glad to provide copies of any of the.above cotTBspondence. 

■6. What, if any, federal regulations require this procedure? Cite 4he agency, the code of Federal Regulations (CFR) title 
' . number artd the specific section number (e.g:, APHIS, 9 CFR 1 13.102): 

Agency: APHIS. 9 CFR 113.101, 113.102, 113.103, and CFR: 

•113.104. ■ . 


Approval Status: ’ 
Approved/Dlsapproved By; 
Date: 

Disapproved Reason: 



WM6pUil|l» Itn^Ulieu uy lan --r- 

suit in arj ordeif^io cee&e and desist and to be subfect to penalties as provided for in Secton21! 


j UNITED STATES DEPARTWENT OF AGRICULTURE 
I ANIMAL AND PLANT HEALTH INSPECTION SERVICE 


ANNUAL REPORT OF RESEARCH FACILITY 

( TYPE OR PRINT ) 

COPY rUR YOUR 
INFORMATION 


1. CERTIFICATE NUMBER; 

42-R-0009 

CUSTOMER fajHBER: 

1578 


FORM APPROVED 
0MB NO. 05734036 


Fort Dodge Laboratories 
Division Of Wyeth 
aoosthstNw 
Fort Dodge, lA 50501 

Telephone: (515) -955-4600 


t-/., _ M _ 






3. REPO^tinO FAClumr ( LW an locations where animaia were housed or used in aetuB) resesreh, nstiitg, or (xperiBianlatioit, or held for these purposes. Altaeh addHiorai sheets tl necessary ) 

800 jSth Street NW, Fort Dodge, lA ^ocAxtONS i 8 ^ast, Charles City, lA 50616 

200Q R^xAford Ro?^d. Charles City. TA 50616 ' 


Ae 1 1 

Anliruia Covered 

By Th^ Animat 
Wekara Regulations 

I ■ 

B. Number of animal 

being bred, 

conditioned, or 
held for uee in 
teaching, testing, 
experimerrte, 
research, or 
surgery but not yc 
used for such 
purposes. 

C. Numbv of 

animats upon 
wtUeh teaching, 
research, 
experiments, or 
tests were 
conducted 
invdvmg no pain, 
di!4ms,orusea 
paiTKe&evIng 
drugs. 

D. Number of animaia upon 
which experiments, 
teaching, leseerch. 
surgery, or tests were 
conducted inwMng 
accompanying pain or 
distress to the animats an 
for which appropriate 
anesthetic, analgesic, or 
tranqufliztng drugs were 
used. 

£, Number of enimala upon which teaching, experiments, 
research, surgery or tests were conducted involving 
Bccompan^ng paH or distress to the animals and tor wti 
the use cf appropriate anesthetic, analgesic, or tranqwla 
' drugs would have ad^rsely afiectad the prooadures, res 
or inierpretation of the teaching, research, experiments, 
surgery, or tests. < An explanation Of the procedures 
produi^ pain or distress in these animals and the raasc 
such drugs were not used must be attached to this repori 

F. 

total number 

OP AMIMALS 

( COLUMNS 
C-fD + E) 

A. Do6s 

203 

1029 

73 

268 

1370 

5. Cais 

0 

1161 

7 

128 

1296 

6. GliineaPigs 

0 

4874 

61 

0 


7. Hhireters 

0 

12.784 

0 

8171 


8. RkbbiB 

0 

454 

1408 

0 

1862 

9. Nbrvhuman Primates 
i 

0 

0 

0 

0 

_a 


0 

0 

0 

n 

0 


0 

6 

0 

0 

6 

12. f^^n^rjT^nimals 

0 

8 

0 

0 

8 

^icarses 

0 

14 

0 

0 

14 


0 

8 

0 

0 

8 

1 

G&rbils 

0 

10 

0 

0 " 

10 

Ferrets 

0 

8 

0 

0 

8 




; 


r — 


i 1 ) ^fo^ionafly acceptable standards gowning the cere, treatment, and use of animats, induiflng appropdate use of anestelic, analgesic, and tranqulllaing chigs, prior to, during, end followng actual rese 
mailing, testing, surgery, or experimentation were fDflowed by this reseerch faa'tity. 

I 2) Each principal rnve&llgatar has consldeped alternatives to painftji piocethjrH. 

' 3) This fadnty s adhering to the standards end regutefions under the Act, end it has required that exertions to the standards and regulations be specified and explained by the prfntipal invastigatar end ape 
Institutional Animai Care and Use Committee (lACUC). A summary of all such exceptions Is attached to this annual repovl In addition to identifying the lACUC-epproved exceptions, this summary Ini 
brief explanation of the exceptions, as well as the spedes end number of ardmais affected. 

j4)Tha anending veterinarian for this research faefitty has appmpria^ authority tu ensure the provision of adequate veterinary care and to oversee the eOeguecy of other aspects of enirQal cere and use. 


CERnFICATiON BY HEADQUARTERS RESEARCH FACILITY OFFICIAL 
( Chidf Executive Officer or Leflally ResponsiNe InstrUitionat Official ) 


IsignA 


i^HlS runivi f g*j 

(AUG 91) 


h is oOsoiete.) 


DATE SIGNED 


HOV 2 4 2004 




























Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


COPY FOB mu 

mmmm 


1. Species: Canine 

2. Number of animals achieving Cat. £ in this study: 119 


3. Evplanation of the procedure producing pain and/or distress: 


The dogs were inoculated subeutaneo^ly withj 
causes the disease caninell 
clinical signs of 
against the disease. 


[he organism that 
They were then observed for 


;o evaluate the ability of experimental vaccine to protect 



4. Scientific justification why pain and/or distress could not be relieved. 

The studies were required to evaluate a new vaccine’s ability to protect against canine 

Studies are required to evaluate the relevant clinical signs of 
disease without the use of treatment to establish label claims. Actions that would 
have relieved pain and/or distress would not allow comprehensive observations of the 
clinical signs as well as modify the duration and severity of the clinical signs. This 
would not allow for true and accurate measure of efficacy for products as well as 
label claims. alternatives to the use of dogs exist for this procedure. 

Challenge with^B^jl^iay cause severe disease, which will result in a certain 
degree of pain and distress. Since the inteipretation of die results depends on the 
clinical signs of the disease, treatment with antipyretic, corticosteroids, and 
antibiotics for pain and distress would alter the results. 


5. Cite the agency, code of Federal Regulations (CFR) title number and the specific 
section number and/or VS Memoranda that require or support this procedure 
and study. 


(b)(4) 

(b)(4) 


m 
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Explanation for Column E 

Fort Dodge Animal Health f(]a y, 

Registration # 42-R-0009 


1. Species: Canine 


2. Number of animals achieving Cat. £ in this study: 80 


Explanation of the procedure producing pain and/or distress: 

Five groups were challenged with difFereg^reamsnjy^^ study. One group was inoculated orally 
and intranasally with a virulent strain 
with a virulent strain o| 
virulent strain of 



virulent strain of | 
intranasally wiUi two virulent strains o^ 
signs of the various pathogens. 


One group was inoculated intravenously 

05c group of dogs was intravenously inoculated with a 

Anotiier group of dogs was inoculated intravenously with a 


suppressed dogs was inoculated orally and 
They then were allowed to develop the 


4. Scientific justification why pain and/or distress could not be relieved. State 
methods or means used to determine that pain and/or distress relief would 
interfere with test results. 

These studies were done to demonstrate the efficacy of the experimental vaccines. In order for the 
studies to be valid it is necessary to demonstrate disease in the control animals. The use of. 
medications would affect the expression of clinical signs in the test animals and adversely affect data 
interpretation. 


5. Cite the agency, EU Pharmacopoeia monograph, code of Federal Regulations 
(CFR) title number and the specific section number and/or VS Memoranda that 
require this procedure and study. 


|(b)(4) 

(b)(4) 

(b)(4) 

(b)(4) 

(b)(4) 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


1. Species: Canine 

2. Number of animals achieving Cat. £ in this study: 12 


3. Explanation of the procedure producing pain and/or distress: 


(b)(4) (b)(4) 


The dogs were experimen tally infected with either | 
and respectively via intraperitoneal injection, following 
vaccinaticai to evalu ate the vaccine’s ability to prot ect against dise ase caused by the 
They were allowed to develop {QIQIIHHH and the signs were 
observed ^ndrec^ed. 


4. Scientific justification why pain and/or distress could not be relieved. 


The studies were conducted for product registration in the European Union. The 
studies ww^egmred to evaluate the vaccine’s ability to protect vaccinated animals 
againsttffla^^^^Bwhi le die non-v accinated animals must show clinical signs of the 
disease. Challenge with cause severe disease, which will result in a 

certain degree of pain and distress. Since the study relies heavily on expression of the 
clinical signs of the disease, treatment with antipyretic, analgesics, non-steroidal anti- 
inflammatories, corticosteroids or antibiotics for pain and distress would alter the 
results. 


Cite the agency and regulation that requires or supports this 
procedure. 


The st udy was conducted to meet 
as per 



NOV 2 4 2( 





Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 




1. Species: Canine 

2. Number of animals achieving Cat E in this study: 57 


3. Explanation of the procedure producing pain and/or distress: 


The dogs were experimentally infected with^OHHIHHIi following 
vaccinatioT^j^valuate the vaccine’s ability to protect against disease caused by the 
The dogs were infected by the intraD^tionea^id 
subconjuctival adinmisteatioi^fa suspension of virulen^^^H^^I They were 
allowed to develop^^^^^^^|and the signs were observed and recorded. 


4. Scientific justiflcation why pain and/or distress could not be relieved. 


The literature reports that^^^H|||m|may be a cause_o. 
The clinical manifestations of experimentally induced 
have not been described. This set of experiments was aim< 



sease in dogs. 
I however, 
at determining if 


possible, whether^ 


Icould be an etiologic agent of clinical disease in dogs. 


Also it was desired to determine whether vaccination might be of benefit. 


The studies were required ds^^va^te whether a prototype vaccine protected 
vaccinated animals against^^^^^BH while the non^accinate^nimals must show 
clinical signs of the diseaserCnallen^with someffi|^^|^^H||Hmay cause 
severe disease, which will result in a certain degre^^aSnn^istress. Since the 
study relies heavily on expression of the clinical signs of the disease, treatment with 
antipyretic, analgesics, non-steroidal anti-inflammatories, corticosteroids or 
antibiotics for pain and distress would alter the results. 


5. Cite the agency, code of Federal Regulations (CPR) title number and the specific 
section number and/or VS Memoranda that require or support this procedure 
and study. 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 







I 

i 


) 



I 



i 


I 


1. Species: Feline 


2. Number of animals achieving Cat. E in this study: 20 

3. Explanation of the procedure producing pain and/or distress: 

Cats were anesth etized and small volume of challenge mate riaL containing a 
virulent strain of^^HH^lUlljU^I^Hmown to cause { 
in cats, was administered intranasaU^^n^cats were then allowed to develop 
clinical signs of the infection so that observations could be made and 
recorded. 


4. Scientific justification why pain and/or distress could not be relieved. 

This animal study was done for the qualification process of anew feline 
vaccine. Therapeutic treatments for pain or distress c an affect the expression 
of clinical signs associated with||^||||||||||||[||||H|||||| daily observations of 
clinical signs are an integral necessity in the outcome of the study that 
demonstrates the efficacy of the vaccine. Any treatment to alleviate clinical 
signs would dramatically alter the accurate scoring of study. 

5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 


Species: Feline 

Nomber of animals achieving Cat. £ in this study: 40 






Explanation of the procedure producing pain and/or distress: 

Cats were anestl^^^^|^m|l^olme^ challenge mater^ containins 
virulent strain to cause 

in cats, was administered intranasall^Tne cats were then allowed to develop 
clinical signs of the infection so that observations could be made and 
recorded. 


Scientific justification why pain and/or distress could not be relieved. 

This animal study was done for the qualification process of a new reference 
vaccine. Therapeutic treatments fijncaii^rdisbe^can affect the expression 
of clinical signs associated with The daily observations of 

clinical signs are an integral necessity in the outcome of the study that 
demonstrates the efficacy of the vaccine. Any treatment to alleviate clinical 
signs would alter the accurate scoring of study. 


Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 




Explanation for Column £ 
Fort Dodge Animal Health 
Registration # 42-R-0009 





1. Species: Feline 


2. Number of animals achieving Cat. E in this study: 31 


3. 


Explanation of the procedure producing pain and/or distress: 
X^^^^noculated orally and intranasally with a virulent strain of [ 
^][y^H|Hknown to cause disease. 


4. Scientiflc justification why pain and/or distress could not be relieved. 
This study was for the development of a new feline vaccine. Studies are 
required to evaluate the relevant clinical signs of disease without the use of 
treatment to establish label claims. Actions that would have relieved pain 
and/or distress would introduced another variable into the comprehensive 
observations of the clinical signs as well as may have modified the duration 
and severity of the clinical signs. This would not allow for tme and accurate 
measurement of the efficacy for products as well as label claims. 


5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require this 
procedure and study. 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 

1. Species; Feline 



2. Number of animals achieving Cat E in this group of studies: 37 

3. Explanation of the procedure producing pain and/or distress: 

Catswereinoculated orally and intranasall^vid^^unler^train of I 

known to cause the the disease. 

The cats were allowed to develop clinical si^^lra^iiiecnon. 


4. Scientific justification why pain and/or distress could not be relieved. 
This study was for the development of a new feline vaccine. Studies are 
required to evaluate the relevant clinical signs of disease without the use of 
treatment to establish label claims. Actions that would have relieved pain 
and/or distress would introduced another variable into the comprehensive 
observations of the clinical signs as well as may have modified the dmation 
and severity of the clinical signs. This would not allow for true and accurate 
measurement of the efficacy for products as well as label claims. 


5. Cite the agency, code of Federal Regulations (CFR) title number and the 
specific section number and/or VS Memoranda that require or support 
this procedure and study. 


(b)(4) 


(b)(4) 


(b)(4) 
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Explanation for Column E 
Fort Dodge Animal Health 
Registration # 42-R-0009 



1. Species: Hamster 

2. Number of animals achieving Cat. E in this study: 13 


3. Explanation of the procedure producing pain and/or distress: 


The PxirD oseofti^studv was to prepare a source of and increase the virulence of 
shallcr^g^jgtgi^l by growing (passage) the organism in 
hamsters. In-vitro culture of^^^^^^reduces the virulence of the organism to an 
unsatisfectorWeveL^e hamsters were inoculated by an intraperitoneal injection of 

the laboratory. When the hamsters became sick 
th^^S^ umSuze^Sid the^^jwas harvested under sterile conditionSjHie|Ii!H|i 
will contain{j1||Q|||||||||mwitnanenhanced ability to cause disease. The|Q|^J|(aiter 
processing) will be used as a source of challenge material for dogs to eva luate the 
ability of new vaccines to protect dogs against clinical disease caused by{ 
infection. 


4. Scientific justification why pain and/or distress could not be relieved. 


It is the intent of this study was to increase the virulence of^^^^^^fby the 
replication of the organism in hamsters. The hamsters are euthanized as soon as they 
display signs of illness. Administration of palliative medication will obscure die 
clinic^ presentation of the disease process and will interfere with the researcher’s 
ability to determine whe^umiai^udianasia is warranted. The peracute mortality of 
hamsters infected with||i(BH|||[|usually precludes euthanasia. 
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Explanation for Column £ 
Fort Dodge Animal Health 
Registration # 42-R-0009 












1. Species: Hamster 


2. Number of animals achieving Cat. E in this study: 7982 

3. Explanation of the procedure producing pain and/or distress 


Ten hamsters per serial are vaccinated with^JJg|U|given IM. After 14-21 days (product 
dependent), the hamsters are challenged intraperitoneally (IP^ with an appropriate dilution of 

preparation. Ten non- vaccinated hamsters are given the same challenge dose and used 
as controls. Fom- groups of five non- vaccinated hamsters are given a dilution of the challenge 
material and used as the challenge titration determination. Hamsters are observed for 14 days, 
deaths recorded. 


4. Scientific justification why pain and/or distres s could not be relieved. 

The test is required by regulation as a proof o:fl[3Jm||vaccine potency to be 
conducted on each serial of vaccine produced. Deaftiofhamsters in this test has been used for 
many years to indicate lack of protection formffl^^|H|H Because the vaccine is given at a 
fiactionaM^e^ietest amounts to a protectiv^n^om^eiermination for the vaccine being 
tested. ^^JH|[||||||in hamsters almost always results in acute onset and rapid death. The 
rapid progression orthe disease in the hamster gives little opportunity for intervention. 
Furthermore, pathology would likely be impacted by use of anti-inflammatories. For this reason, 
neither FDAH nor USD A CVB-L uses any substance to reduce pain or distress. The impact on 
length of disease, duration and severity, which mi^t occur with use of pain medications, is not 
known. Use of any such drugs therefore, would invalidate (according to Dr. Paul J. Hauer, 
USDA-CVB-LPD-private commtmication) the scientific value of the protection endpoint 
determined by the test. Lack of confidence in the endpoint would render the test itself useless for 
judging vaccine potency. 

APHIS-USD A-CVB is engaged in developing in-vitro potency test alternatives for 
products that require this test and FDAH has been one of the most active industry partners in this 
effort. Attached is part of a presentation given by APHIS-USD A-CVB this past June in which 
they predict the replacement of hamster testing replacement work to go well into 2007 or longer. 
FDAH is drafting a proposal in the interim to move some serovars into validated in-vitro before 
then. Until such time as a validated USDA-CVB approved alternative is available, the standard 
test is obligatory. No alternatives exist at this time, and no CVB-approved means of relieving 
pain and distress for this use of hamsters are yet available. When the alternatives are available to 
a commercially applicable scale, FDAH will apply them and is active in AHI/USDA 
collaborations to expedite the national project. 

In 2004, FDAH has been evaluating if intervening prior to death due to the infection for 
the relief of suffering will affect the outcome of the testing. .Studies are on going, yet sufficient 
data has not been accumulated to make a proposal to the APHIS-USDA-CVB in the way the 
testing is performed. If no fundamental results are changed, an application to amend the Outline 
of Production will be made in 2005. 


5- Cite the agency, code of Federal Regulations (CFR) title number and the specific section 
number and/Or VS Memoranda that require this procedure and study. 
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Explanation for Column E % 

Fort Dodge Animal Health 
Registration # 42-R-0009 %% 


1. Species: Hamster 


2. Number of animals achieving Cat. E in this study: 176 

3. Explanation of the procedure producing pain and/or distress 


Ten hamsters are vaccinated withB^BflM of test vaccine. Thirty hamsters are held for 
use as controls during the^^^i^^^^Ulg^^IbgaccuTate^iamst ers are c hallenged 
intraperitoneally (IP) 

challenge mate rial. Ten non- vaccinated hamsters are challenged IP wit 
HQUmilllland usgd_as^ghdlenge controls. F ovir groups of five non-vaccinated 
hamsters are gi to he used as a challenge titration 
determination.) AllnamstS^r^DSK^e^^^ days and deaths are recorded. 



4. Scientific justification why pain and/or distress could not be relieved. 


Death as an endpoint is the current standard and a necessary part of a valid test as 
determined byUSDA approved Outline of Production VS Code 1525.21. Because the 
challenge is given at a fractional dose, the test amounts to a protective endpoint 
determination for the vaccine being tested. Furthermore, pathology and the clinical 
expression of the infection would likely be impacted by use of anti-inflammatories. The 
impact on length of disease, duration and severity, which might occur with use of pain 
medications, is not known. Use of any such drugs therefore, would invalidate (according 
to Dr. Paul J. Hauer, USDA-CVB-LPD- telephone communication) the scientific value of 
the protection endpoint determined by the test. Lack of confidence in the endpoint would 
render the test itself useless forjudging vaccine potency without a validated protective 
dose and challenge dose being determined. Until such time as a validated USDA-CVB 
approved alternative is available, the test is obligatory. No alternatives exist at this time, 
and no CVB-approved means of relieving pain and distress for this use of hamsters are 
yet available. \^en the alternatives are available to a commercially applicable scale, 
FDAH will apply them. 



Thb report Is rsquired by law (7 USC 21 43). Ftiuiw to raport aocordns la the ngulaiiora can 
mull in an order to cease and desist and lo be subject la penalties as provided tor in Seelian 21% 
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Interagency Report Coniral No cK 

oiao-ooA^ 


UNITED STATES DEPAimilENr OF AGRICUUURE 
ANIMAL AND PLANT HEALTH INSPECTION SatMCE 


ANNUAL REPORT OF RESEARCH FACILITY 

(TYPE OR PRINT) 


1. REOISTRATlONNa 

42.^4020 


CUSTOMER Na 
1625 


FORM approved 
OMBNO.I>S r»«03e 


2. HEADQUARTERS RESEARCH FACtUTY^Name amlAiUmss, as nsgtstared wiVi USDA, 
swMbZto Codal 

NOVARTIS ANMilAL VACCINES. INC. (NAVI) 

1447 140TH STREET — 

LARCHWOOD. lA S1241 


i. reporting facility (List all loeatians whva animals wen housed or used in actual research, teSMg. teaching, w eipeilinamaiion, or IMd nor Ihasa purposes. Attach a&son^i j , k _ 

sheets if necessary.) ^ 

FAaUTY LOCATlONSfsees) 

NOVARATIS ANIMAL VACONES. INC. (NAVI) 

LARCHWOOD, lA 51241 


NOVARlS ANIMAL VACCINES, INC. (NAVI) 
BUCYRUS.KS 66013 


report OFANIMALSUSEOBYOR UNDER CONTROL OF RESEARCH FACIUTY (M»Gh aOMtanal xfioan triwcMMiy or un ARWS FORM 7D23A ) \ 

A. 

Animals Covered 

By The Animal 

Welfare RegUattons 

B. Number Of 
animals being 
bred. 

conditioned, or 
held for use In 
teaming, testing, 
ei^eriments, 
research, or 
surgery but not 
yet used tor sudi 

purposes. 

C. NunMrof 
animals upon 
which teed >ir\o. 
research, 
experimems. or 
tests were 
conducted 
involving no 
pein. distress, or 
useofpain> 
relieving drugs. 

0. Number of animals i«on 
which experiments, 
teaching, research, 
surgery, or tests were 
oonducted inveMng 
eeeompBriyir^ pain or 
diatresa to the animals 
and for which appropriate 
anesthetic, anaioesi& or 
tranquUBhg dnigs were 
used. 

E, Numbwafanimaliupenwhicntwching, 
oepwimants. ronsfch. surgwy or loll were 
conductod irnoWingaccDcnpanylng pNn crdlstm* 
to th« anknals and lor which the use of spproprtate 
inesthe«c.anaigesic, or trangumshg drops woild 
heve adysrasly aRccied the procedures, lesulb, or 
Inlerorslatian ol Ihe leschina, reiaeich. 
npertfflenls. suipery, or tests. (An eiptenaaon of 
Sie pieeedume prodiictv peer or dfdnsss 0 ) these 

ansMfi and Me reaisns such drugs were not used 

must be edeched to this reptvg 

F. 

TOTAL NO. 

OF ANIMALS 

(Cots.C + 
Ci^E) 

4. Dogs 






5. Cats 






6. Guinea Pigs 


438 

136 

^ ^ 

646 

7. Haihsteis 


5653 


3727 

9560 

8. Rabbits 



1757 


1764 

9. Nort41uinan Priinatss 






10. Sheep 






11. Pigs 


22 


6 

28 

12. Other Farm Animals 






CALVES 


47 



47 

13. Other Animals 






CSERBILS 

40 

















ASSURANCE STATEMENTS | 


1) Pn3fe»aionafly accepiaWe atandants govemrng the care, treaimenl, and use of animala, indudlns appropriate use of anesthetic, anslgeeic. and ttanquiliiirig drugs, prior to. during, 
and roHoMring actual research, taa^mg, leabng. surgery, or experimentation were (oEowed by this research tedVty. 


2) ^chprinctpal investigator has oonsideredaHematives ID painfuS procedures. 

3) This FaciRty is adhering lo me standards and regutations under the Act, and it has required that exceptkirts to the ttandards and regi4etfons be spedAed and explained by t\B 
principal investigator and approved by the Inatttutienal Anfmai Care and Use Committet (lACUC). A aummiry at aU the exc^ttone Is attached to thla annual rtporiLln 
addiKon lo idenfi^ng Ihe lACU&approved exceptions, this summary incudes a brief cxpianetton of the eacepdont, as wen as ttte speoas and number of animals affected. 


4} The attending veierinanan tor this research tadlUy has appropriate authority to aistfe the provision of adequate vMartnary care wid to overaee the adequacy of ether 
aspects of anirmt care end use. 


CERTIFICATION BY HEADQUARTERS RESEARCH FACIUTY OFFICIAL 
(Chief Executive Officer or Legally Responsible Institutional official) 

1 catify that ttw above is hie. oohracL and compleM (7 U.S.C. Saeban 2143) 

I SIGNATURE OF C.EO. OR INSTITUTIONAL OFFICIAL 

' NAME & TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL (Type at Print) 

DATE SIGNED 

11/23/2004 


APHIS FORM 7023 (R<pi«m vs FORM 1 «. 2 » (Del U), which M obMUu PART 1 - HEADQUARTERS 

(AUG 91) 








1. Registration Number 42-R-0020/1625 
2/3. Spedes (common name) & Number of animals used in this study: 
Hamsters (3727) 


4. Explain the procedure produdng pain and/or distress. 

The procedure is a vacdnation/challenge model in which death is the endpoint In accordance with 9CFR1 1 7.4.e. animals 
Showing clinical signs of illness due to the test are euthanized to prevent further pain and distress. 

5. Provide sdentific justification why pain and/or distress could not be relieved. State methods or means used to determine 
that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see Item 6 below) 

This is a vacdnadon/chalienge model in which control animals must contract the illness, therefore, therapeutic intervention 
would significantly alter the results of the test 

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations (CFR) title 
number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

Agency: USDA APHIS CVB; 9CFR1 13.101(c); CFR: 

9CFR1 13.1 02(c); 9CFR1 13.103(c): 9CFR1 13.1 04(c) 


Approval Status; 
Approved/Disapproveo By: 
Date; 


Disapproved Reason: 



1. Registration Number: 42-R<0020/ 1625 


2/3. Species (common name) & Number of animals used in this study: 

Pigs (6) 

4. Explain the procedure producing pain and/or distress. 

This procedure is a vaccination/challenge model in which death is the endpoint. In accordance with 9CFR1 17.c animals 
showing clinical signs of illness due to the test are euthanized to prevent further pain and distress. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to determirre 
that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see Item 6 below) 

This is a vaccinafon/challenge model in which control animals must contract the illness, therefore, thaapeutic intervention 
would significantly alter the results of the test 

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations (CFR) title 
number and the specific section number (e.g., APHIS, 9 CFR 113.102); 

Agency: none CFR: 


Approval Status: 
Approved/Disapproved By: 
□ate; 

Disapproved Reason; 


isr®ouirw3by<av' 'JSC 2143V reflure to report accordrng lo the ragulalicarw can 
I uroer to ca£5e and desist and to be subiec? to penalbes ss provided tor in Section 21‘ 


See attached form for 
adiStional infomatipn. 


Interagency Resort Conmif No.- 


UNITED STATES DEPARTMEfTT OF AGRICULTURE 
ANIMAL AND PLANT HEALTH INSPECTION SERVICE 


annual report of research facility 

(TTP£ OR PRINT) 


% 


CERTTRCATE NUMBER: 43.R^009 
OiSTOMBl NUMBER: 1399 


FORM APPROVED 




FES II *«s- ,v* , 

Midwest Research Inst ^ 

425Vol)ter8lvd ^ 

Kansas City, MO 64110 ^ 

Telephone: (8 16) -753-7600 


j^. f^EPORTIWG f aGIUTY ( List all locations where aggnats were housed cr used In aouai researtii. testirtg. of espy mentation, orhddforttwsc pigpoBBTASS add^ional sheete if necessary )' 

FAQUTY LOCATIOMS ( Sites ) - See Atached Lisfing 


I REPORT OF animals USED BY OR UNDER CONTROL OF RESEARCH FACKJfY ( AMach addHianai sheets If ngecBsarv of me APHB Form 7023A ) 


A. 

Aniniafs Covwd 

By Tha Animal 
Weffian ReguiatIcKiB 

B. Number of animal 
being bred, 
conditioned, or 
held for usein 
teaching, testing, 
experiments, 
rasearch, or 
sixgary but not ye 
used for such 
purposes. 

C. Number of 
aninaisupon 
which leactang, 
research, 
ejqperiments, or 
tests were 
conduced 
involving no pafn, 
tfistress, or use er 
pem-fBUeving 
drugs. 

0. Number a! animals upon 
wnidi experimeints; 
teaching, reaaareh, 
surgery, or tests were 

conduced invoi«lng 
acsampanytng pain or 
cfaueiss to the anlfflals an 
fbr which af^ropriav 
anesthetic, analgesic, or 
iranquiraing drugs vrern 
used. 

E. Number of animals upon which leaching, experiments, 
resaarm, surgaty or tests were conducted involving 
accompanying or distnss to the artimais and fcr wn 

the use of appropriate anesthetic, anaigesis. or tranquIGz 
drugs would have afiversaty affected the procedures, rea 
or inteiTirKation caf the teaching, research, exper^ens, 
surgery, or tests. ( An explanation of thepro^ures 
producing pidn or dbbess In these animals and the raasc 
such drugs were not used mus be attached to this repor 

If. 

1 

total NUMBER 
OFANIUALS 

( COLUMNS 
C+O+E) 

4. Dogs 

■ 

• 32 



32 

5. Cats j 





€. Guinea Pigs 




1.442 

2.502 

7. Hamsters 






a. .Rabbits 


10 



10 

9. Non-hurnan Primates ! 


i 

1 




10. Sheep 1 

1 


i 




11. Pigs i 






12. Other Farm Animals 






1 


1 


1 


13. Other Animals 


■ i 






1 

i 




1 

1 


1 




1 


1 





ASSURANCE STATBylEKTS 


1 ) f^tsfessionatiy acceptable standards governing me care, treatment, and usa of animats, ineapding appropriate use of anestciic, analgesic; and tranduiltn^ drugs, prior to, during, and followmg actual rese; 
teaching, resting, surgery, or experimerTtatfon were milowed by this research hacSfity. 

2) Each ptincipai investigatar has considered sitematives to painful procedures. 


2) This Utility is adhering to the standards arut regulations under the Act, and it has required that exceptions to the standards and regulations be spedfM and explained by the principal mvestigatcr and app 
Institutional Animal Care and Use Commitfee (lACUC). A summary of ati such exceptions is attached to this annual report in addition to Identif^g the lACUCnOpproved exceptions, this summary in< 
brief a^/anadon of the exeeptfons. as well as the species and number cf animals affected. 


41 The attending veterinarian for the research faoiity has appropriate aud^o^tty to ensure the provision of adequate veterinary care ^ to oversee the adequa^ of other aspects of animal care and use. 



CERTlHCAnON HEADQUARTERS RESEAR 
( Chief Executive Officer or Legally Responsibly 


ELCIAL 


UG 91 ] 













Column E Explanation 


This form is intended as an aid to completing the Column E explanation. It is not an official form and its use is 
voluntary. Names, addresses, protocols, vetermry care programs, and the like, are not required as part of an 
explanation. A Column E explanation must be written so as to he understood by lay persons as well as scientists. 


1. Registration Number;_ 


43-R-0009 


2. Number^ 


_of animals used in this study. 


3. Species (common name) nninoa p-ig o f animals used in the study. 


4. Explain the procedure producing pain and/or distress. 


See attached document for complete explaination. 


5. Provide scientrfic justification why pain and/or distress could not be relieved. State methods or means used to 
determine that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see 
Item 6 below) 


6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations 
(CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 1 3.102): 


Agenc y FDA CFR ft 1 n . 1 n 

Pharmacopeial Forum Vol. 29 (4) 2003 


1 s 



4. Explain the procedure producing pain and/or distress. 


Relative Potency Test for Anthrax Vaccine is detailed in the Pharmacopeial 
F pium 29(4) 2003 and has bee|i approved by the.l^D A. Briefly, Anthrax Vaccine 
iff jsfe# ■ :• 12 guinea pigs per 

dihiio^Twenty four unvaccinaied guinea pigs ^l^ted to three groups 
challenged on the same day as] vaccinated guinea oios. each aroup- with^^^M 

’The*®"” 


challenge dose for vaccinated ^inea pigs contains approximately j 

All animals iare observed for idjdays post challenge. For a valid teki some of tlfe" 
non-vaccinated animals and any varxinated guinea pigs not protected by the ijest 
article must die in order to confirm the virulence of the challenge organism ana to 
demonstrate the relative potency of the vaccine. This requirement is describea in 
the Pharm.acopeial Forum Volume 29 (4) 2003. and is mandated by the FDA. j 
Death of thelchailenge guinea pigs ensues very quickly, thus there is no | 
evidence of jbain or distress during daily clinical health observations. This 
Relative Potency Test has been designed and validated by sponsor and 
approved byjFDA as the only test on which to base the release of safe and | 
efficacious Anthrax Vaccine for the active immunization against Bacillus j 
anthracis df Individuals betwee 1 1 8 and 65 years of age. * 


Agency : | i FDA 

; Pharmacopeial Forum 


CFR 610.10 
Vol.29 (4) 2003 


NOV 1 ^ ?0D4 


T'''.js ■& recjuired by law (7 USC 21A3). Failure |o report according lo the regulations can 

rc-suU rn er or .er [c cease and desist arvfl to be subjeci lo penalties as provided for in Section 2V 

See attached form for 
additional information. 

iiueiayw’H-y 1 i^u, , - 

UNITED STATES DEPARTMENT OF agriculture 

ANIMAL AND PLANT HEALTH INSPECTION SERVICE 

1. CERTIFICATE NUMBER: 47.R.n024 

CUSTOMER NUMBER; 1610 

‘ 

form approved 

OM6 NO.0S79.0O36 


Pfizer Inc 


ANNUAL REPORT OF RESEARCH FACILITY 

601 W Comhusker Hwy 

( TYPE OR PRINT ) 

Lincoln, NE 68521 

1 


Telephone: 

1 

1 


y REPORTING TACIUTY ( Lisi alt locations where animals were housed or u5e<} in »ctua) research, leslirtg, or expertmantation, or held for these purposes. Attach additional sheets rf necessary ] 


FACIUTY LOCATIONS { Sites ) - See Atached Usling 


\ REPORT OF animals USED BY OR UNDER CONTROL OF RESEARCH FACILITY f Attach additonal sheets if necessary or use APHIS Fo^ T' 


A. 

Animals Covered 

By The Animal 
Welfare Regulations 

B. Number of animal 
being bred, 

1 conditioned, or 

1 held lor use in 

feeing, testing, 
experiments, 
research, or 
surgery but r>o{ yc 
[ used for such 

purposes. 

1 

C. Number of 
animals upon 
which teaching, 
research, 

experimerits. or 
tests were 
corvducted 

Invotving no pain, 
distress, or use a 
pairweBeving 
drugs. 

D . Number of animals upon 
which experimenis. 
teaching, research, 
surgery, or tests were 
conducted involving 
accompanying pain or 
distress to the animals an 
lof which appropriate 
anesthetic, analgesic, or 
tranquBizing drugs were 
used. 

_ ■''( 
c. Number of animals upon which teaching, expenments. 
research, surgery or tests were conducted involving 
accompanying patri or distress to the animals and for wb 
Ihe use of appre^riate anesthetic,- analgesic, or tranquiliz 
drugs would have adversely affected the procedures, res 
or interpretefton of the leaching, research, experiments, 
surgery, gr tests. ( An explanation of Ihe procedure 
producing .pah or distress in these animals arul the reasr 
such drugs were not used must be attached to this repon 

1 

1 

1 total number 
’ OF ANIMALS 

( columns 

C + D + E ) 

4 , Dogs 


241 


5 

246 

5. Cals 


711 


2 

713 

6. Gu'inea Pigs 


:.2051 



2051 

7. Hamsters | 

17215 i 


5238 

22453 

8. Rabbits 


3691 



3691 

9. Non-human Primates 




1 


10. Sheep 



i 



IV Pigs 



1 



"■12. Other Farm Animals 












13. Other Animals 














1 


^ 1 








1 ASSURANCE STATEMENT! 

3 

1 


1 ) Prof&ssionatiy acceptable standards governing the care, ireathion, and use of animels, including appropriate use of anesietic, artaigesic, and tranpuilizing drugs, prior to, during, and following actual rese. 
leaching, lasting, surgery, or experimentation were followed by ttris rescerch facility. 


2) Each pincipal investigator has considered allemalives Ic painful procedures. 

3) This Iscilify is adhwtng lo the standards and regulations under the Act, and it has required that exceptions to the standards ond regulflilorts be specified and explained by &ie principal investigator and apf 
Insiitutional Animal Care and Use Committee (lACUC). A summwy of aiJ such exceptions is afladhed to this anrnjal raporL tn addition lo identifying the lACUC approved exceptions, tha summary in 
brief explanation of the exceptions, as wer as the species and number of animats aflecied . 


“*) The attending velerlnarian for Ihis research facility has appropriate authority to ensure ihe provisioo of adequate veierinary care end to oversee the adequacy of other aspects of animal care and use. 


1 CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL 

1 ( Cliief Executive Officer or Legally Responsible Institutional Official ) 

SlGNATllRP friF" P, F O FlO IKJCTITI ITM-TMAi CtCC-tr'rR.I^ 

NAME S TITLE Of C.E.O. OR INSTITUTIONAL OFFICIAL f Type Or Print ) 

DATE SIGNED 

/ i \f c w 


APHtS FORM 702' Reoikes VS FORM 18-23 (OCT 88). which is obsolete.) 

( AUG SI } 






















Page 1 


USDA Animal Report of Research Attachment No. 1 
Explanation For Animals Listed In Category E - Aphis Form 7023 
For The 2003-2004 Annual Report of Research Facility 
No. 47-R-0024 


Vj ... 



Species; Dogs 

Number Reported on Form 7023: 5 
Study: Challenge Model Development 




The study objective was dogs. Five of 

the animals in the study died. Pain relieving drugs were not used in the dogs. Two of the dogs, 
without recognized clinical signs, were unexpectedly found dead. Previous challenges had been 
mild. The other three dogs were administered supportive therapy without antibiotics and they 
succumbed to the challenge. Antibiotics were not administered so that the challenge organisms 
could be identified on re-isolation from the affected animals. Failure to re-isolate the challenge 
organism would have required that the study be repeated. 


Species: Cats 

Number Reported on Form 7023; 2 
Study: Vaccine Protection 


The study objectives were to| 

Feline Immunodeficiency Virus (FIV) by challenging vaccinated and control cats. The two cats 
were found dead in their cages with no previous signs of clinical illness. Pain relieving drugs 
were not used in the cats. 


necropsy. 


(b)(4) 

the cause of death inth^RflUcat i 


not be clearly identitied. 


Species; Hamsters 

Number Reported on Form 7023: 5238 
Study: 9CFR 113.101, 1 13.102, 113.103, 113.104 


The study objective was to determine the potency ofj 


, in hamsters as outlined 


i n 9CFR 113.101, 113. 102, 1 12.103, and 1 13.104. The tests are required by regulation as proof 
ofMRfl|^^H[^^|potency in each vaccin^roduced^}eath in this test has been used for 
mal^year^^noicate lack of protection fron^^^^^^H. Because the vaccine is given at a 
fractional dose, the test amounts to a protectiveenapomtaetermination for the vaccine being 
tested. The rapid progression of the disease in the hamster makes death intervention difficult. 
Pathology would likely be impacted by the use of anti-inflammatories. For this reason, neither 
Pfizer INC nor USDA''CVB-L. uses any substance to reduce pain or distress. The impact on 
length of disease, duration of severity, which occur with use of paiin medication, is not known. 
Use of drugs, therefore, would invalidate the scientific value of the protection endpoint 




determined by the test. Lack of confidence in the endpoint would render the test useless in 
judging vaccine potency. 

On April 1, 2004, the USDA-CVB published Notice No. 04-09 (Use of Humane Endpoints in 
Animal Testing of Biological Products). This publication indicates that animals used in testing 
of biological products may be treated or humanely destroyed if illness has progressed to a point 
where death is certain to occur^fizeLUnroln is in the process of implementing humane 
endpointing as part of the ^^^H||m|Htesting. Company documents are being updated to 
incorporate the verbiage omlme^^h^oli^ section of Notice No. 04-09. Implementation of 
the practice will follow those updates with an anticipated completion date of 2"° Quarter 2005. 


-jrhis raporl is required by law (7 USC 2143). Failure to report aocording to Ihe regulations can 
result; in an order to cease and desist and to be subject to penalties as provided for In Section 211 


See atlacbad form for 
addlVonal Infonnation. 


1 “ " 

UNITED STATES DEPARTMENT OF AGRICULTURE 

ANIMAL AND PLANT HEALTH INSPECTION SERVICE 


ANNUAL REPORT OF RESEARCH 1 

FACILITY 


( TYPE OR PRINT ) 

\ ■ 

\ 


1. CERTIFICATE NUMBER: 

52-R-0006 

CUSTOMER NUMBER: 

507 


Interagency Report ConltofTHo.: 


FORM APPROVED 
0MB NO. 0579-0036 


Covance Laboratories Inc 

9200 Leesburg T umpike 

Department Of Laboratory Animal Medicine 

Vienna, VA 22182 

I 

Telephone: (703) -245-2200 i 


•lov 2 saw 


1 REFlORTING FACIl.rTY | UsI all locations where aninials were housed or lised In actual reseandi, testing, or esperintenlatlon, or held fbr these puiposas. Attach additional sheets If necessary ) 


I 

FACILITY LOCATIONS ( Sites )- See AtaclwdUaeng | 

' , . ” 


REPkDRT OF ANIMALS USED BY OR UNDER COhTTROL OF RESEARCH FACILITY t Attach addlllonal iheeto If naceaiarv or use APHIS F<^ TOZSA I 


B. Number of animal I C. Number of 


Animate Covered 
By The Animal 
Weifars RagulaUona 


4. Dogs 

Cats 


Guinea r>igs 


t}, Hamsters 


Rabbits 


Noh-human Primates 


1(1). Sheep 


being bred, 
condiPoned. or 
held for use In 
teaching, testing, 
espeitments, 
research, or 
surgery but not yc 
used f^ such 
purposes. 


animals upon; 
which teeing, 
research, 
expertmanls, ^ 
tests were ; 
conducted | 
Involving no pain, 
distress, or uw o 
pain-relieving: 
dnigs. 


0. Number of animals upon 
wHch enpsrtmants. 
teaching, res e a rch, 
surgery, or tests were 
conducted involving 
accompanying pain or 
distress to the animals an 
for which appropriate 
enesihalle, ena^aslc, or 
iranquiliztng drugs were 
used. 


E. Number of animals upon which teaching, expertmanls, F. 
research, surgery or lasts vrira conduiaed Involving 
aocompenylng pstn or distrass to the animals and fbr wh 
the use of appropriate aneaftiadc, inalgesic, or iranquniz 
dnigs would haw adversely alteclad the procaduras, res 
or InterpraMlon of lha teaching, lasaarch, axparfmanls, 
surgery, or teats. ( An smianatlon of the procedures 
produdng psin or distress In these anlrjMls and the reasi 
such dnigs were not used must bs attsdied to this report 


TOTAL NUMBER 
OF ANIMALS 

( COLUMNS 
C+D+E) 



181 

20 (see attachmjant) 

0 

0 ^ 

0 

0 

0 

0 




assurance STATEMENTS 


1): Protasslonally aeceptablestandBPdsgoveminginecare, ireelmentanduseof animals, Indudtngapptoprtaleuaeofenestede, analgesic. andtrenquilizing drugs! prior 10. during. andrallowInsaetuBi rest 

I leacNng.teslIng. suigery. oresperimantatlonwerelbllawedbylhlsres^rchMIlty. I 

I 2) Each principal Invesfigalor has considered aHsmsIlvas to painful procaduies. I 

3) This facility is adhering to the standaMs end regulatlans under the AcL end it has required that simsptiens to the etandanls and regulallans be apadlM and expjainad by the principal invesPgator and ap 
Institutional Animal Caro and Use Commlitee (lACUC), A eunsnary of aiFeuch exeaipdone Is suachad to this annual report. In arjdiflon to IdsnUhrlng the lACUCopproved axcaptions, this summary Inr 
brief explanation of the exceptions, as well as Ihe species and numbar bf animals attecled. 

i 4) The attending valahnarian (Or this research facility has approprfaie aulhortly to ensure the provision of adequate veteiinafy cere end to owisee the adequaqr of other aspects of animal care and use. 


CERTIFICATION BY HEADQUARTERS research FACILITY OFFICIAL 
: ( Chief ExecMive Officer or LagaKy Responsible InsUtutlorial Official) 

I DATE SIGNED 

i di/ffV 





















































Animals were used on a FDA-mandated sub-lethal irfadiation study aimed to develop and 
characterize the best radioprotective medication. Based on FDA requirements only par^l 
palliative/symptomatic treatment could be provided to animals. Animals were observed more 
frequently and those in pain/distress were euthanized j 



I n«s report \s required by law (7 USC 21 43). Failure to report according to the regulations can 
result in an order to cease and desist and to be subject to penalties as provided for in Section 21! 


JAN ft A OflAtfae attached fonn for 
^<1 u u 4UV3ddlBonalinfbrmBUoa 


Inlaraaene/ Report Canirol No.: 


UNITED STATES DEPARTMENT OF AGRICULTURE 
ANIMAL AND PLANT HEALTH INSPECTION SERVICE 


ANNUAL REPORT OF RESEARCH FACILITY 

(TYPE OR PRINT) 


1. CERTIFICATE NUMBER: 

57-R-0003 

CUSTOMER NUMBER: 

896 


Emory University 

Whitehead Biomedical Research Bldg 
615 Michael Street Suite G02 
Atlanta, GA 30322 


FORM APPROVED 
0MB NO. 0379-0038 


Telephone: (404) -727-7428 


1 3, REPORTINS FACILITY ( List all locations vrttere snlinals Mie housed or used in actual rasaarch, testing, or sxpariinenladan, or held Ibr these purposes. Attach addilloral sheets If meessiry ) 


FAaUTY LOCATIONS (Sites) - Sea Atachad Usting 


REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY ( Attach additional sheets If necessary or use APHIS Form 7023A ) 


A. ^ 

j AnUraite Covered 

By The Anlmif 
] Wftlfar* (^egutetlons 

i 

I ; 

B. Number of anirrai 
being bred, 
conditioned, or 
held for use in 
teaching, teating, 
experiments, 
research, or 
eurgery but not yi 
used for such 
purposes. 

C. Nurrterof 
animats upon 
which teaching, 
research, 
experlmenta, or 
tests were 
oonduded 

Involving no pain, 
distress, or use ff 
palnwrelittving 
drugs. 

D. Number of animala upon 
which exparlments, 
teaching, rasaarch, 
surgary, or tests wsra 
oonducled Invclvlng 
accompanying pain or 
distress to he animals an 
for which appropriate 
anashellc, anaigeslA or 
trenquillsing drugs were 
used. 

E. Numbar afsnimals upon which laaching, axparimsnls. 
lesearch, surgery or lasts were conducted Involving 
accompanying pain or distress to he animala and for wh 
the usa of appippriate aneshatic, arhlgesic, or tranquilli 
drugs would have adversely sffected; ha preoeduras, tea 
or InteipieiaUon of the laaching, rasbarch, axparimanis, 
surgary, or lasts. ( An axplsnation of. ha procedures 
praduPng pain or distrass in hosa aijilmals and he reasr 
such drugs were not used must be aliachad to his repori 

i 

I 

F. 

TOTAL NUMBER 
OF ANIMALS 

( COLUMNS 
C+D+E) 

- 4. Dogs 

. 6 

15 


0 ' 

115 

Cats 

i 


0 

64 

0 

64 

Guinea Pigs 

0 

0 



34 

0 

34 

7|, Hamsters 

0 

0 

0 

0 


d. Rabbits 

0 

189 

44 

0 

233 

9’ Non-human Primates 

2000 

762 ' 

1541 

21 

2324- ' 

10. Sheep 

0 

7 

26 

0 

1^33 

Pigs 

_ 0 

0 

379 

0 

379 

1 i Other Farm Animals 






VOLES 

' 0 

462 

908 


1370 

131 Other Animals 





— 







' 













I aImUIWICE STATEMeHTS 


! 1 ) Professlanally acceplaOle standards governing the care, treatment, and use of animals, including sppiPPhate use of anestatic, anajgestc. and iranctulllzing drugs, prior to, during, and lollowing actual rasa 
I taachlng, tearing, surgery, oreirperimentatlon were followed by this resesrch MCflity. 

I 2) Each principal invastigalarhascansidersdaiteniaitva to paintu procedures. 

3) This fao'llty is adhering to the standarda and regulations under the Act, and it has rsqutrad that aaceprions to the standards and naguiailans be spadllad and aspiained by the principal invesrigatcr and ap 
Institutional Animal Cara and Use Cctranittee (lACUC). A sunmafy of all such eacaptlona la atlaefiid to thfa annual rapoit. In addtoan to Idenritying ha lACUC-apprpved excepitana, his sunnary inr 
brief axplanaUan of he excepHona, as wall as he spaces and number of animels affected. 

A) The attending veterinarian for his research Ibclllty has apptoprlale authority to ensure ha provision of adequate velarinaiy care and Id ovefsee ha adequacy of other aspects (d aninal cate and usa. 


CERTIRCATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL 
lief Executive Officer or Legally Responsible Inetliutional Official ) 


filch ia obsolete.) 


DATE SIGNED 








































Annual Report to USDA 
Facility Locations 


Peavine Creek Kennels, Emory University 
0. Wayne Rollins Research CentCT, Emory University 
Woodruff Memorial Research Building, Emory University 
Wesley Woods, Emory University 
Dental Building, Emory University 

South Clinics (Winship Cancer Center and Eye Center), Emory University 

Briarcliff Campus Building, Emory University 

Cardiothoracic Research Labs at Crawford Long Hospital, Atlanta, GA 

Yerkes National Primate Research Center, Emory University 

Y eikes Field Station, Lawrenceville, GA 

Whitehead Memorial Research Building, Emory University 


Proprietary Information 



. muiuuiiciii lo Arj-jia form 7023 
Page 1 


Title; 


Confidential & Proprietary Information 

Summary of Studies (Animal) Listed i n Col umn E 


fiinii!3 ■uTITi 

1(b)(4) 


discrimination studies f or studies o 
In these studies, fl|^[|Plrugs with dittenng or uhknown 
pronies evaluated. The objective is to identify and study those 

components of drag action that underlie potential for abuse. It should be noted that an 
alternative species, rats, is used for most of these studies and squirrel monkeys are bivolved to a 
lesser extent. j 


Squirrel m onkeys are trained to discriminat^^StttiiU^^^^^^^^ <bng, such 
JMjimil and a placebo in a trial Monkeys are loosely seated in a primate 

chair during these studies. D uringtnetrainm^ 3 haS£.amLa& an aversive stimulus to respond 
during discrimination trials, stimulus may be delivered to the 

monkey’s tail after 5 seconds TronHn ^emnmn^f the trial. The monkeys can terminate the 
trial and prevent the pushing on one of two levers (corresponding to the 

reference drug or the placebo). The monkeys quickly leam to avoid the stimulus by responding 
during the five seconds aftertiiestart of the t ri^. Afte r the initial training session, the monkeys 
rarely, if ever, receive anQy|QH|[|stimulus. ||||||HI^6 never given indiscriminadlvOT without 
providing the monkey the opportunity, through lever manipulation, to prevent the BWf^ 

Pain-relieving drugs are not used in these studies because any pain experienced will be transient 
(one second or less) and the animal can take action to avoid dl pain (by pushing a lever within 5 
seconds of a clear cue). Additionally pain-relieving drugs, such as narcotics, will confound the 
pharmacological effects of the^^j^ompounds studied. 


iscriminat^5etwB|^ 
rnetrammg nhasenn 


Title: 


Disorders affecting^^^^^H[||Hmi||||||||such associajied with 

disrupted sleep pattemsan^Susal^Mi^us monkeyW^ffi^^^ni^^y to investigate the 
cellular mechanism of these sleep disorders a nd how medications act and can be better used to 
manage them. Nonhuman primates given theBWM^^B^^Bare used as a mode 


|(b)(4) 


liT«{Twj wil«Ti/| 


1 (b)(4) 
(b){4) 

|rb)(4) 


1(b)(4) 

iiikJS!yiriiifriTig>>'.w>ifn>»T4C^^f 


etics. an 


m 






Title: 


(b)(4) 


Human patients with a wide range of illnesses may exhibi^^ugh rate of depression mediated by 
activation of the immune system and the release o^^lSUH The latter can exert effec^j^n 
the brain leading to altered behavior. For example, about 50% of humans given the^^HHHI 






Attachments to APHIS Form 7023 
Page 2 


—j w — /-xuaiiui, 


& Pfx}prictary Informaticm 

lUlimitherapeutically develop depr ession. In these 
caus^ chronic immune activation and 
in humans. Monkeys given th' 
and to deve lop treatment interventions. The 




(b)(4) 


|(b)f4) 
if] 


and other neurol 
immediately folio 


S5R!9Rlffl^HI(b)(4) 


[ost 

udy how it di 

isrupts brain ndurochemisi 


[may also be 



|(b)(4) 

|(b)f4) 




AiMcnment to APHIS Form 7023 




Confidential & Proprietary Information 

Exceptions to Regulations and Standards 

Physical Restraint and Exemptions from Social Enrichment for Nonhuman Primatps- Snr.iai 
Isolation 

There are a variety of human diseases (Parkinson’s Disease, Huntington’s Disease^ progressive 
-supranuclear palsy, narcolepsy, and periodic leg movements during sleep) that are '^sociated 
with uncontr^”-'* * •- — ■**- — ' " ’ 




|(b)f4) 


and its 


ee cays alter drug admim^tration while 
e excreted. On a scheduled basis afterwards, these animals are 






jHTtTii!^^vciMtiTiiCQRMTn»iiBiti!75vcWiiTT^ira<MT 


m a room 


m i !■ t il^*j vi'A f W 


1 1 f M*1 i 11^® 1 1 1 1 M 


f< P>TO1 n fTtlif F?mn I Wil 


hich telemeter th 


ows stuaymg s 


restramt in a chai r is d 
facilitate 


• Title: 

• Title: 

• Title: 


Physical Restraint 

Monkeys in these studies are trained to do simple motor tasks such as reaching, depressing a 
lever, touching a target on a video screen, depressing a key to make a video target 
controlling aio 


fbU4I 



Included in this section are primates that were housed in any condition other than group or pair 
housing for any significant period of time. For example, study subjects discussed below include 
those that were housed continuously in piotected-contact housing, and those housed in protected 
contact and/or group or pair housing for a significant portion, but not the entirety of the period 
covered in this report. 

A. Some animals used imd^hese conditions are in studies of normal control of movement 
or motion disorders induced b>'M[Q|||| Monkeys given ^^Bmay be kept in social isolation 
fot periods of three days aftw^ug administration and wMe^^HH^H^^m^Hlare 
excreted. Before and after^HBadministration, monkeys iinBesestuaie^efrained to do 
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( housing is required dunng this period to avoid removal of catheters by cagemates. 
Growth regulation of the neurobiology of puberty: 44 rhesus macaques 
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E. Infectious disease vaccine development studies may require single housing to prevent disease 

Some of the studies described here involve the development of a 
investigation of the role of host immune response in protecting against or 
uting to the appearance of immune system damage following ATOS infection, 
evaluation of the function of the thymus during infection with SIV, evaluation of the 
development and pathogenicity of mutant viruses that develop over time in chronically 
infected animals, the effect of opiate dependency on the progression of AIDS, and the testing 
of the immunogenicity and efficacy of Afferent AIDS vaccines and treatment regimens. 
Single housing is required after exposure to the virus to prevent transmission of virus fixim 
animal to animal. In addition, the animals need to be accessed frequently for blood draws. 
The experimental design requires that the efficacy of vaccines will be assessed after a single 
exposure and without the possible confoimd of exposure to mutant viruses. Infected animals 
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in an experimental group will be housed together after ^proximately one month. In some 
CTperiments, animals are singly housed one month prior to inoculation to allow sufficient 
time for acclimatization to the new housing arrangement so that the stress of separation 
doesn’t influence susceptibility to or course of infection. j 



A study testing the effects of 
ftequent antibody infusions ai m uruuu maws u unng 
(ammals are assessed up to 4 times per week), followed by weekly blood draws for the 
remainder of the study, which lasts 2 months. Because these animals will be fijequently 
handled for testing, animals are housed in protected contact housing. | 


requires 


molecular stuc 
mosquitoes. 


fHare being done to develop a vaccine and to provide antigens for serologic and 
studies, genomic libraries, antibody production^n^am^oc^e^l^^^^Mf 
i. OtherrelMedstoclies^.eJi.oldmm)lill— 


i^iduaiiy ip metabolism 

cages, i tus is usually required for a period of 1-2 months. It is also necessary to house the 
animals indoors to prevent contact with the local mosquito population. Following blood 
collections and treatment of the malaria infection, the animds are returned to their normal 
housing environment. Protected-contact housing is utilized in other malaria vaccine studies 
in monkeys due to the requirement of daily heel or ear sticks (as well as blood collection and 
immunization), as well to avoid ftequent reunions following stressful procedures. During the 
period to evaluate viral load and safety testing of gene therapy in a hepatitis C study, it is 
necessary to maintain the animals in metabolism cages. This is due to ftequent blood 
collections and surgical interventions during the initial 4 — 6 weeks on study. 


i 

i 

• Core A: Preclinical trials and pathology (Part of NCVDG Grant: DNA and jprotein 
immunogens for SIV/HIV vaccines): 77 rhesus macaques 

• Core A: Nonhuman primates (Program Project Grant): 37 rhesus macaques 

• New live viral vectors in candidate AIDS vaccines: animal trials core: 44 rhesus 
macaques 

• Cellular immune responses and AIDS pathogenesis: 22 rhesus macaques and 16 
mangabeys 

• Induction of P vivax, P ovale, P malariae and other plasmodium infections in 
chimpanzees to obtain large volumes of parasites for malaria vaccine studies: 7 
chimpanzees 

• Molecular evolution of multiply deleted SIV in vitro: 24 rfiesus macaques 

• Core C: Primate Studies: 88 rhesus macaques 


• Infant immunoprophylaxis against a primate lentivirus; 30 rhesus macaques 

• Mechanism of oral SIV transmission: 5 rhesus macaques 


• Analysis of thymic function during SIV infection:' 6 mangabey, 1 rhesus macaque 

• T cell turnover in normal and SIV infected sooty mangabeys: 3 mangabeys 

• SHIV macaque model of oral immuniz ation against sexually transmitted HIV : 4 rhesus 
macaques and 8 pigtail macaques 

• Replication defective HIV vaccine: 6 rhesus macaques 

• Role of virus specific immuni ty in primate AIDS: 3 mangabeys, 20 rhesus macaques 

• Molecular analysis of antigenic variation in malaria: 17 rhesus macaques 

• Malaria, pregnancy and immunophysiopathology; 1 rhesus macaque 
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• In vivo evaluation of candidate drugs: 1 1 rhesus macaques 

• AIDS & opiates: a monkey model: 20 rhesus macaques 

• Combination DNA and attenuated virus vaccine for SrV : 14 rhesus madaques 

• Immune modulation of neurotropin in SIV infection: 23 rhesus macaques 

• Experimental Inoculations ofMacaques with Rotavirus: b rhesus macaques, 12 pigtail 
macaques 

• Face Processing in Chimps Using PET: 4 chimpanzees 

• Environmental Enrichment of Yerkes Primate Center Animal Colony: 2 rhesus 
macaques 

• Colony Management Support: 131 rhesus macaques (Recently received ^mals in 
quarantine) 

• Project 3 : attenuated listeria vectors as an AIDS vaccine in macaques: 28 rhesus 
macaques 

• Pox virus immunity and DNA/MVAHIP vaccines: 16 rhesus macaques 

• Therapeutic vaccine for HIV: 9 rhesus macaques j 

• Immune modulation of neiuotropin in SIV infections: 17 rhesus macaques 

• Safety testing of AAV vectors in the liver of hepatitis C virus infected chimpanzees: 4 
chimpanzees 



F. Studies of dose and delivery vehicle in non-human primates_ha^ 
orenare for human 


Ihen 

to me surgical 

wound. 

• Use of osteoinductive factors to enhance spine iusion: 10 ihesus macaques 

• Use of osteoinductive factors (BMP2) — spine fusion: 3 ihesus macaques 



utiquuu uiuuu, uime 

coiiwnOTXs^nniver biopsies, as well as physical exams necessitate single cage housing for 
45 days. 

• Safety evaluation of anti-APO-l/Fas antibody in the chimpanzee; 10 chimpanzees 






H. The integration of fimctional MRI (MRI) technology with proven utility will significantly 
advance research efforts in biomedical and behavioral sciences. One proposal isjdjrgc^iL- 



In studies on 

imacoiogicai ana neurochemistry 

experiments involving the placement of an indwelling venous catheter for drug delivery 
during daily sessions lasting 1-2 hours. Some animals also have indwelling guide cannulae. 
The catheters and guide cannulae must be protected from contact by other animals. If contact 
is allowed, the preparations can be compromised with the risk of physical injury and 
infection. Protected contact housing reduces the risk since both animals can control 
proximity to others. The animals may require single housing if they persistently place 
thCTiselves at risk to damage their indwelling venous catheters or guide cannulae, or that 
demonstrate a proclivity to damage another animal’s catheter. 


Determining the relationship between prefrontal cortical circuitry and components of 
dopaminergic neurotransmission is the frscus of one research study that will enhance 
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understanding of the cognitive processes subserved by the prefrontal cortex. This Avill 
hopefully shed light on human disease states, notably schizophrenia. In order to identify 
particular neural connections in the prefrontal cortex of macaques, axonal tracers will be 
injected intracerebrally. Following stereotaxic surgery, craniotomies will be !made over the 
prefrontal cortex. Subjects must be in protected contact housing to protect crajiiotomy sites 
and sutures. 


Assessment of specific roles of separate neuronal structur es are i 

l\rain’e 4-^ Aji 



Implants may require single cage housing to prevent damage to implants in incipmpatible 
animals. 

• Transition states of drug addiction in nonhuman primates: 12 rhesus macaques 

• Development of functional magnetic resonance imaging (MRI) for behavioral studies 

in nonhuman primates: 8 Rhesus Macaques | 

• Cocaine use and pharmacotherapy effectiveness in monkeys; 5 Rhesus ralacaques 

• PET neuroimaging and cocaine neuropharmacology in monkeys: 26 Rhem macaques 

• Cocaine use and monoamine function in nonhuman primates; 39 squirrel monkeys 

• Cortical circuitry related to neuiotransmission proteins: 2 rhesus macaques 

• Analysis of the neuronal microcircuitry basal ganglia: 1 squirrel monkey 

• Orbitofrontal limbic ontogeny and early dysfunction: 12 rhesus macaques 

• Development of reversible inactivation technique: 2 rhesus macaques 

• Development of medial temporal lobe function: 6 rhesus macaques 


1, Visual, vestibular and oculomotor systems must work together for normal visual function. 
Various disease processes or injuries can compromise the normal interaction of these 
systems. Research in this area will provide a basic science foundation for understanding eye 
movement control in humans. Primates are used since they exhibit the same set of eye 
movements as humans. To facilitate the research, scleral search-coils are implanted to 
precisely measure eye movement. In addition, head movements need to be restricted during 
visual testing to allow accurate tracking of visual targets. Therefore, a stainless-steel 
receptacle is implanted. It is sometimes necessary to house aninials in protected housing 
when they have surgical implants. This is to protect the animal from any injury due to 
aggressive behavior of other animals. Animals also sometimes wear goggles which may be 
removed during paired housing. 

• Neural control of visual vestibular behavior; 2 rhesus macaques 

• Visual Processing and Smooth Eye Movement; 1 1 rhesus inacaques 

• Binocular coordination of eye movements in monkeys: 6 rhesus macaques 


J. Studies of pancreas, kidney, and bone marrow transplants as well as arterial grafts are 

investigating the ability of costimulation blockade to protect the organs from rejection. For 
experiments involving bone marrow transplantation, single housing is required for the first 
75-100 days following the transplant due to the potential complications including 
immunosuppression, anemia, leukopenia and thrombocytopenia. After that time, the animals 
may be paired with same sex and age animals. In the pancreatic islet cell transplant model, 
daily monitoring of urine and stool output are necessary to diagnose steatorrhea, polyuria and 
ketoacidosis. In addition, pancreatic enzyme replaconent and Rapamycin are adipinistered 
orally in a treat and it is essential that the amount consumed by each animal is recorded. 
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Following renal transplantation, animals will require protected housing so that an accurate 
assessment of daily food/water intake and urine/feces production be accounted Prior to 
surgery, animals may be pair-housed. With immunosuppressive ther^y, healing can be 
delayed. 

• Non-human primate pancreatic islet cell transplantation; 16 rhesus macaques, 8 
baboons 

• The effect of dosing strategy for LEA29Y on renal allograft survival in irhesus 
macaques; 23 rhesus macaques 

• Activation, £q)athy, anergy, and apoptosis in transplant^ion: 6 rhesus ; 

• Transplant Tolerance Project 2: 11 rhesus macaques j 

• Transplant Tolerance in Non-Human Primates: Costimulation, chimerism and 
tolerance in transplantation (Project 3): 52 rhesus macaques 


K. In this study to evaluate replacement of arteries with vascular grafts, subjects will have aorto- 
iliac graft implants. Animals are singly housed to permit healing following this major 
surgery and evaluation of complications. Animals remain on study 1 month folbwing 
surgery. 

• Evaluation of small vessel prostheses: 20 baboons ! 


Physical Restraint. Exemptions from Social Housing, and Food or Water Restriction of 
Nonhuman Primates 

Nonhuman primates used under these conditions are in motion disorder studies or studies of 
brain function. Most of the animals are used to research the cause anryreatmgiyj^Jgyjgjjggi 
Disease (P D) because of the great i 

Moniceys m these studies 
that only one side of the brain is affected. 
These monkeys have only slight deficits in precise control of movements on one side of the body 
and have no substantial movement problems. I n genera l, isolation housing is only done for a 3 
day period immediately after administration ofQHQIduring the time of excretion of the 
neurotoxin in the feces and urine. Otherwise, monkeys in these studies are housed within si^t 
and sound of other animals of the species and permitting physical contact with a corrUpatible 
conspecific. 


ijijuj lULisr iiii! UJUil EMitunicy 


Monkeys in studies requiring food or water restriction are provided od libitum food and water on 
weekends according to standard husbandry practices. During weekdays, food or water is 
restricted overnight and in the morning (12-15 horns total) and then food or water is provided to 
satiety during morning or afternoon test sessions as an inducement to perform video-based tasks. 
Single housing is necessary to facilitate food or water restriction - otherwise a conspecific would 
be subjected to unnecessary restriction or food sharing mi^t occur. Monkeys are trained using 
food or yfsAer as an inducement to perform simple motor tasks such as reaching, touching a target 
on a video screen, depressing a key to make a video target appear, and controlling a joystick to 
move a cursor to a target on a video screen. These monkeys, except as indicated, are loosely 
restrained in a chair and typically spend 4-6 hours per daily session in the laboratory. During 
these periods, the monkeys with head appliances may also undergo short-term fixed head 
restraint to access the rqjpliances for neurophysiologic recording and microdialysis. Water or 
food is provided during and immediately after the testing session to meet the daily ration. The 
total intake of the restricted material, food or water, is recorded daily and the animal’s body 
weight is checked and recorded at least twice weekly to ensure that are being well maintained. 
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1 . Food restricted, but provided during and after laboratory testing sessions: 

• Title: Basal ganglia discharge patterns in Parkinsonism: 5 rhesus monkeys 

• Title: Influence of subthalamic nucleus on striatal dopamine: 4 rhesus 
monkeys 

• Title: Pathophysiology of the basal ganglia in Parkinsonism: 5 rhesus 
monkeys 

• Title: Deep brain stimulation in the Paikinsonian monkey: 6 rhesus monkeys 

• Title: Cortical mechanisms of motor processing: 4 rhesus monkeys 

• Title: Development of gaze-holding abilities: 6 rhesus macaques 


2. Short-term physical restraint only: 

• Title: Transition states of drug addiction in nonhuman primates: 12 liiesus 
macaques 

• Title: Glutamate in Parkinson's disease: 6 rhesus macaques 

• Title: PET neuroimaging and cocaine neuropharmacology in monkeys: 26 rhesus 
macaques 

• Title: Cocaine use and pharmacotherapy effectiveness in monkeys: 5 Rhesus 
macaques 

• Title: Cocaine use and monoamine function in nonhuman primates: 39 squirrel 
monkeys 

• Title: The error signal for postnatal eye growth in the primate: 3 rhesus macaques 

• Title: Emotional and Endocrine Covariates of Macaca mulatto: 48 rhesus macaques 

• Title: Orbitofrontal limbic ontogeny and early dysfunction: 12 rhesus macaques 

• Title: Development of reversible inactivation technique: 2 rhesus macaques 

• Title: Development of medial temporal lobe function: 6 rhesus macaques 


Exemptions from Exercise for Does 

Dogs with an inherited motoneuron disease may be restricted ftom exercise for 3-4 days while 
acutely recovering from surgery. 

• Title: Functional studies in motoneuron disease: 14 dogs. 

Food or Water Restriction of Swine 

Swine to undergo survival bowel surgery are restricted from solid food and given an all-liquid 
diet for 2-3 days prior to surgery in order to fully cleanse the gastrointestinal tract including the 
lengthy spiral colon. 

• Title: Laparoscopic ureteral replacement with reconfigured colon: 1 pig. 
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ASSURANCE STATEMENTS 


n ) Profauionally acceptable standards governing tbe care, beabnenl and use of animals. Including appropriate use of anesteiic. analgesic, and tranguIPzIng dnj^, prior to. during, and following actual rase 
leeching, tesb'ng, surgery, or ezperimenlation were followed by this research facHlly. 

2) Each principal investigator has considered alternatives to painful procedures. 

3) This facility is adhering to the standards and regulattons under the Act, and H has required that exceptians to the standards and regulations be specMed and explained by the principal Invesdgator and apr 
Institutional Animal Care and Use Committee (lACUC). A auirunary of ell such axeepdona is attached to this annual report. In additlan to identihiing the lACUC-approved exceptions, this summary in, 
brief explanation of the excepttons, as welt as the species and number of arviTTrals affected, 

. 4) The attending vetaiinartan for this research facility has appropitale authority to ensure the provision of adequate veterinary cere and to owosee the adaquacy ol other aspects of animal care and use. 
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This form is intended as an aid to completing the Column E explanation. It is not an official form and its use is 
voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an 
explanation. A Column E explanation must be written so as to be understood by lay persons as well as scientists. 


1. Registration Number:_ 


2. Number 




of animals used in this study. 




3. Species (common name) UiOi filj 


_of animals used in the study. 


4. Explain the procedure producing pain and/or distress. . ! 

. 'TUa ^ (K^dlv'-c4 

aS a, poyyt C-jy M-C' ('hAiyi on-€\ I l/ldiudhie rt 

l^fcrC-e^r^ , TJ'v-ei^ ( i^€.&>H6\a:S’ ;<]C3>Ta-e-fi CjSuu^ie-UZe, . 

0{aaajC<v'\^^ f "7^ oZ-dvd^s^ I (^KSy^S , ^ 

]\A {kis ^ a^cls pi^^crr 

-k> ■ €W G>f \ti€ 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to 
determine that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see 
Item 6 below) 
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6. What, if any, federal regulations require this procedure? Cite the agency, the code df Federal Regulations 
(CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): j 
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of animals used in the study. 




4. Explain the procedure producing pain and/or distress. j 
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5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to 
determine that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see 
Item 6 below) 
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(CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102); 
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